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m m m 

«J8«&»©is*art*xttKifijiiariE*K:B-r*.'*»Mtt, • 
*i#flitwr*i:t*5a«, &«*&©«£, 
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BLm^fbmvmm^xm, rttt>t>mm. mm. mm. nm^wm. m 
Aft • mmttm®* x&\z zzmmz^mth < tefem?z>rasb<D& 

««&*&«©«£ - S«»#jBS*£*3jfe£-8'fc±ft4l:£v>5. fcfc^K, 

(fffli, &u&j®> ^^^) ^^sfetsc-ejs. -r&fc-fe. ^jtm^^s^ • n 

fFJftt>L<tt?fJ»©jBlja, &M.feL<ttftJim<D«ltt. ^^2t> L < «5g-&©*H 
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Jfc & ifi H & * & T ft fc Vi T ft * «a tK l~ ifi v m K £ T & 90 jE u < s & t n « 

K*it537-y>ii • 5¥«a^t • to man • #siifflisfl-gsf©g££fljfjiy-r 
sets, ^jsm^oii^ • n**&R»fciift*fc»te»w-&ttnrifcs&v». 

3i«fbT, &g&iliL^ tva 3 jfii*0)??*3S*t&Sn 

fcSOBr fe l< ens • c: t 

I©£#S^Hg|}55»fittT, EGF, TGF-01, TGF-«, F G F > 
VEGF, PDGF-B B, T G F — 0 i, PDGF-AB, IGF, KGF, P 
DGF, TGF-J3*, TGF-/3s. FGF-2, U-PA. t-PA, -f >t~ 
^'J>, g^H^^/^ifctf feftS (Singer, A.J. and Clark, R.A.F. New Engl. 
J. Med., 341, 738-746, 1999) . -€-<0ffiK £jffl&f*Ml$ Jfo^fl^iitl*!: » 

- 3 - 



WO 01/92289 , PCt/JPOO/05554 

* 

gkzm^frizfr-omm^femi*: i, a t ^ 5 n t £ unit 

5t^e.nT€fc. cn*T?^tti^i^#iMliafi£SH^ (basic fibroblast growt 
h factor. bFGF) -^jfe/J^ & SfcitfitH^ (platelet derived growth factor. 
PDGF) ^^O^m^^^^^flS^^gc^^^^^ffi^os^ . ffHigi&teii 

^^^^W^flfi^S fc^JST^^fe^TS-St^m^-^Vi (Singer, A. J. and 
Clark, R. A. F. New Eng. I. Med., 341, 738-746, 1999) . 3; & M j£ <Z> ^ 

PttHf (bFGF, pdgf) tzmmmft^ mmmrno ^wiaEiaM? 

B^ortK§§s^&jt^om^<zm£ • nmmzum?z>tn&\z*>. &mft®. 
ni f& & & jg m n n £ <s m m ft t* i z ft u §§ w ta 1® © n & % # m & * © is 

(&)t<z>^m, ^$mte> ^-5*, *tt, aa^, eg, a>Kj>*, 

-r^feftosnfe^ffiaa^^xiJ^jR^jfl^^/fe^STag.^. $&ic, mmo 

^jfiMtg, ^fflffi^^*, w®&&\ %;mm®<D 
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HO 



tS^tlSft^^T^O, /iJ-'f PRbjS^HS (Shibata S. et al., 

Economic and medicinal plant research, World Scientific, Philadelphia, p 
p 217-284, 1985) & E fc «fc 0 <D<&Sn? & & . 

1 0-36 5 560-^ (^>t;t-f PRb ifrS & & IB tt Jfe X. # « *B 

l«*fclB4N*Uie><5 lit *»9iUfc. -r&fc-fe. v> > 
•fc/*-f FRb ii£Jftflmtt£&t*&infg*ae*&#< 1 n g/m 1 RT\ »S K 
1 0 p g/m 1 SAT i 0^*b < 14 1 0 0 f g/m 1 SkT <D t € tc, M5E#1 
fWMte^jfctoB c l'-XLOBSfcteiSl,, *Stf><5»J»<!!>7"J|«h— >**>L<tt 
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*BBftW 5. 6 6 3, 1 6 0 K*>V>T, i« V>MMl^*»*©^>-fe /U"-f H R 
b, (100H/ml) at&J*©S&*Hb*Hlft'b b< fcfcHlill&cDfl-SUtf flt&te 

jtL, fg^-w^ja. gfo«iff, &m<D&mftm, g^oss, bfa© 

«Ubl-^$)T'& -5 C £#fai££ftTV>£. Sfc, WO 9 9/0 7 3 3 8 t*tiT 

ftlO^B^Sf 5 , 6 6 3, 1 6 0 a5»CWO 9 9/0 7 3 3 8 tfi^Ttt, >> 
>ty-iJ--f HRb^O. 001 Sfi%.B*_h<Dii£g£ (-rfrfr'S 1 0 |i g /m 1 <& b 

< i o m g / g ^±coiiS) T?fls«ta.'bb< tt&Mi^fflMitiBAUT, Sic 
b^o^±fc#^iif tia^^nTVi^. ba>b, (be 40 <Dmm%& 

ftli. ^M 3 ! 2 1 0 - 3 6 5 5 6 0^, PCT/J P 9 9 / 0 2 5 5 0 fcHBJftS 
nfe^i<, »«*©$?>'fe/lt-i' H R b itejfcfbfcfffllfefcif? £ bV» 

fffflm§l©W«tt'b» Off* LV»itt-BAfcV>. 

5»»^****»lng/miaT, b < fct 1 0 p g/m 1 it)|ffJ 
KSlOOf g /m 1 1Zk-f\Z?3L% £ 5 tefB3^bfc±T, © i? >ir / iJ--f 

Hi#{ltt^>t;*'f F R b ifclMftrt^jetttfl!-* t> b< te&m^ ft 
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^>y;i/A>x«ffliia, #nik. mx*jnjft. sus^mxa. ^^©^^5, %&<dm 

<Dffimm®&#}mfc&ittfr$>p>*p2>m& (mm. m.m. tummmm. m 
numrn. mmm.nm. &®mm. mm. rh 

mm, mm. *-a-r p, hejp&sm, jul^jb, u>a«> «se, #nrtteBEs ^ 

W1&. ffF3£, fF^gx \z^U, MS <b»3) > SSfe (bu> 

£) tt&jffft* PIS? Prtift, PB9&J&&. &J*©*rtUEtt, fl&^8E> 

eg^M, jgm&. ill?, _h^^BBa, mmm.. m±&.mm. 
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mmwmik, &mm* rassi^siBa, jfia.wi^^:^aa, sums, mnfe&& 

B©&{i£. Plffiifem^fS, PI£*!iJt&»&, PKfSlgi)®^) fcttbT, 

• n & • n§« • • • t> u < a??-.**.* %>(Ejt-r* 

^^©^^, 7kmm. Ekftmmm^ m^m^fe. 
• **©&** fc«n©tR# • was. *ai©a« • wrie<sfc« 

m X # 5 H £ #38 w $ . 

a 6 te*f£BJ3# 6 ti, PCT/JPOO/ 0 4 1 0 2 (flffl A^J&> S&SffiSjffl 

#ffl©^^e,T^nfc^jts.^s^ • nmm&mftm *> v < is 
% gj © 
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xwmmm. Mm, *ms, ;&&t*icftj*teu< tt-t.©«©«i«o 

m¥&)m<k*i*rc-tmnK)mm<D^&j • &©xteteg?ffl©Emm/&te:£L < am 
hslj&mk «i<fe^b< tttt*j©&ftw*jtmifctt&««-r*'b©-c*«>. 

sen. #fgHj«. ****»««i*©Mi>3fca!#bT, rafaiax 
tt#«aiKa©«Kff^ft»3t-r«c:t*> 63^-5, ^i*ffi^©n^> m&> 
58*, as*, #fcx»;m*iSftffiiiT*fc«>©i&H*«*Ts:*is*««-r*. 

xtt*n6©**^*bT^**fr3B»©jBaiftiii^fl9*^**fc-r«»«i** 

*mw\$. v< h*Rbi&i:©y>tyi}-< Kit)i< tt-t©tt»s»x 

tt*n6©fi©tti«5 o.ooi sfi%*«-c^^»<£fflfi - MmT-©tna© 

< tt-t©<ftW£4feX»-tn& ©fi©^i#« &*£$&:£#© 0. 0 0 

*^**£#»»©*attai#«sgte*#:fc'rsKtt!Si*©^8fr • fflfix«?&3t 

j e©^^«^x^^nc>©m©migi5mi^fc*5tti»ifflBa^^igs^, ug /m 1 
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~ 1 0 0 f g/m Ul/<« 1-10000 f g/m 1 T & £ Iff IB B HI & fi£ 4£l X 

**w©E*aj**xe«is*iaj*i»o»* b vijft-^asat its, muffin* 
x mn-m mm &m vf s n -5 . 

i*ft+©o .001 aa%*^-&wbT^^&jtnffl^^'ffex«)teiK^ffliSfl^ 

bTAJttt»xtttt«t»»teiit»«jxttM«WKaffi sn«. «fc vw m\z\z, 

B^-necio^^i^ 0 . 001 m-ax^m-v fc-sis/asi • -(SPS7?owfiBo 
&0^.ffliftfifc*xtttti«nffiajsas*fcHb» ssKi^^t/t-f H««bb< 

1 n g/m 1 KTtftS, cfc 19 if* b < ttS 0. 01~100f g/ 

mlfeb<ttl~10000f g/m 1 T?*S&J*^JBI&Jfc*x£*iJ«fl.«IB.j& 

*/*xtt«**«iir3&»©jfc«w£fflf^<fcfcMb» *^^oD^ftii 

a<o . 001 mm%*ffi-?&zi&m& ■ i&^m-c<Dmm<D^^mmmu^ \zm 
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««frffls**-r* c &&mmoh±. mm. mm. 

M« KM. BJ>» M^WfcCwE-fcM. £©»»»» M 

£ttttttft£©Mtt*jft8<Z>Attl&Ii, M9ttt©ttft. Hv M«K ft**, WS. it 

*%n©isM&j£4b3itttti8gftj$tott v £#UMt©*miMi4fcttXfc«ftfe 
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D»«ecia:o. OOOUi^KT, 0. 0 0 0 0 1 I1%KT, 0. 0 0 0 0 
0 immXSKT. 0. 0 0 0 0 0 0 HI%PiT, 3U20. OOOOOOOlI 
I«KTt^5ffiftTfiffiI • <£«£-?©««*«#£ bVi tfc fc© 

^feb< tt-t©ft»2E4feXI4*n6©«[©*IBttllfcfc:fe»t*tBJft*1.*«ie«t, 1 
n g/m 1 £*T, $3;£ L < 0 . 01-100f g/m 1 Xte 1 ~,1 0 0 0 0 f 

g/m l fcfct), c:©i5&fiiiftfc*^*#s»i«^©fffcfef^ffl'*JiifjUfcc: 
te-S-fet lt«, «*.«&©%>© at* wr&ti*. 

T&fr^, y>t/1f^ FRo (ginsenoside Ro ; 5^ £ -fe y 1*- # ~ > V ; chik 
usetsusaponin Y ; — > A ; saponin A) „ 5? >-fe y K R a i (ginsenosi 
deRai) , ^>tyi)-'f FRa! (ginsenoside Ra 8 ) , v^>t / It'f h'R b i (g 
insenoside Rb.;1J-^->D (saponin D) , i? >± y tf-f P R b . (ginsenosid 
e Rb 3 ) , i?>t/t-f h'Rb, (ginsenoside Rb*) , 5?>-fey H R c (gin 
senoside Rc) , > -fe y 1*- -I* P R d (ginsenoside Rd) , -^>t/f-fFRe 

(ginsenoside Re) ; 5? y 1j--f p R a a (ginsenos ide Ras) ; y hs;>t/ 
iJ-f H R 4 (notoginsenoside R<) ; ^>^ry-y--f KR, (kinkenoside Rj) ; 
>-feyiJ--f H R s i (ginsenoside Rsi) : P >-fe y iJ--f F R s 2 (ginsenoside R 
s 2 ) ; ( 2 0 s ) - ¥ >± y 1M F R g 3 (20s-ginsenoside Rg s ) ; 20-^ 
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3^>t;it-f KRf (20-glucoginsenoside Rf) ; J V v 5 >± J F R i (n 
otoginsenoside Ri) ;i?>t/^-fHRf (ginsenos ide Rf) ; (2 OR) -V s 

+f--f F R g a (20R-ginsenoside Rg a ) ; (20R) --^>t; t-f F R h 
i (20R-ginsenoside Rhi) ; v= >-fe / It -f F R f (ginsenoside Rf) 
U"-f F R g i (ginsenoside Rgi) ; v 5 >-fe/^-f FRgi (ginsenos ide Rg 2 ) ; 
?^tyt#-> I (chikuset susaponin I) ; ^ "fe ./ it'f H R g j (ginsenos 
ide Rgs) ; v 5 >-fe 7 1M F R h , (ginsenoside Rhi) ; J U"-f F R h 2 

(ginsenoside Rh 2 ) ; 7Drj^>t ;t-f KRbi (maronylginsenoside Rb 
1) ; v n ~)l> v 5 >-fe y U-^f K R b t (maronylginsenoside Rb*) ;7n-^j?> 
-fe / it -f K R c (maronylginsenoside Rc) : ?D-jpy>tyf'f FRd (mar 
onylginsenoside Rd) ; 5^ -fe y it # n > I a (chikusetsusaponin la) ; 
tytlz^l b (chikusetsusaponin lb) ; 9^ ^ -fe -y D"^ r. > 1 1 1 (chikusets 
usaponin III) ; J- $ -fc — > IV (chikusetsusaponin IV) ;i*-^:z>B 

(saponin B) ; ? -fe y it # - > IV a (chikusetsusaponin IVa) ;it#r:>C 
(saponin C) ; :7a h A ± ^ D- ;t — ;i/ (protopanaxadiol) , ^ a hA"^-^iJ- 
h'J^- — ;i/ (protopanaxatriol) > *U7S—)Vm (oleanolic acid) Xfi 

^5tl5©t, *aTiB^5Cit)-ef 5L> afeSVite, g & & ^ tie CD v 5 >-fe / 

Sfc, r>?>iry it^ FgiJ v?>ir/ir< Ffb-&^£^*rLT 

^^^^ A^ft ZOJif&my.te^OM&m, x + X, #Hi/&#. ^b<«^^^ 

i?>-tyit^ F-fb^^^^^H^j^^bT> 5 >-fe/-9-'T F-fb<& 

<d mm®}-? & 1 t i w . 
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©jam** x**. ftm&ft. mv < t ixn m^u. mmxm. 

»a:#RTft*i^Tii*nm*ibTii 4 hub u& 35*805? 

-f H*©te^*3S*£iT©R«-c4*ttLfc'b©*v>'5 (EAT. 2£9ilffl«K:;fc 

KDi^tyt'f K«) , (2) $>>-fe/-fr-f K Tiz^-H'-fts Lfc fe 

©, (3) 7ir^;i"fbtcip^.Tfl!l^ (^7-^>^x->) ©-mag 

n**fc&»©Wflg£ &ag -&£-&£:*>©, (4) T-feg 1 

JHfctCJnA.Tffi!«|© — attf&SWWf UT***7^Tt H*fc Ufcfc©, (5) 

££8f£-$-t$:fcfc©, (7) ««©-m»^*«)»r LT*;P#=lr->jHi£^^$t 

fcfe©, (8) j$<D *^)vm**mmirizwmv. m-zo*?- 

(10) 7nf/^t+tyt-Jk /nh/'St+thUt-JK * 1/ 

7 7 -;H£xtt^-*ie> ©Mtc# £ LTWrsftSc©^^ -cabs. 

P h A^^-y- h U ^--;P^-iJ-^~ >) 0»i#fco^TM:, pct/jpoo/ 
0 4 1 0 2 (m^A^^6^S|fijjfflia*fctt»ig«BJia^SI^I) KfcBBttStlTV* 
•5. Z £\Z, PCT/JPOO/0 4 1 0 2l;$5HTtt, ±B5>>-fe/lM Fgf 
!§##© l h*ni?>t;t^ H R b i©#Mife«g!feffl. 
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m&&M7t^fc%<D (^bi$5^kFDv>t/t'<Hi) , (2) (1) 
7-fe?JHtL& (5) teStfC (1) ~ (4) <7D^|$^Ct)^-rn^ 2 

m i em. «miifc»t»s»ty*'f b i»aiirttS!#oj!**&at-rHiiifc 

ft*><5^*««»«-cas. AA<i?>ty^ FRb,g#«, BjW£3A** 

t * -s -f b 3* w si » # © - e& * ™ -r 0 tf * -5 «, 

Jg5 Htfc«fc**-r*ffi»£ (0.0 0 lfg%) FR b 
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isiii. m&m\zttT% i oi&Wk& (o. ooo 111%. o. ooooi 
o. ooooo iii?c) o^>t;t< HRb.o^it^g^oM 

H 7 BIB, t hP»ttI«lC»t5 1 0 - , a*X0 3?>-fey*-f HRb,CD« 

«*ffi&*©&**;*-r bib fcft *>***■<!**. 

H9Em> # hx.©*g©£r£ • • fg«fcM-rs^>iry FRb, (i o 

0 f g/m 1 ) 0130 B®3»**^-rHlSfc«t>*^HT!**. . 

H 1 0 Btt, # hX©*g©Kr£ • SitC^tS^^-t/t-f PR b i ( 1 0 0 f 
g/ml) 02 2 B@©M**tHIl;ftb5?If$l»„ 

Hi 1 B , sj? ©*£©£?£ • Af &-ti-#->»H ( 1 4 

5 0 f g /m 1 ) © 1 4 B S C9s&:Si£5c-rig® Klft:b-5^*"Z? $, & „ 

H l 2 m\$, ^ y b (Dffifcm izftTZ l 0~ 4 ~i o-'ll%oiJ>-b; -»j--f H 
Hi 3@ft 9 y h ©MiJcftlfcM-rs 1 0 " 4 ~ 1 o- B mm%<Dp>± J U-^f H 

r b i ©#««■*©&« s^-ri^ 71***. 

H 1 4Bte, h ©P^&jftlfcft-r * 1 0~ 4 ~ 1 0 - T a*X©5?h-H □ 

5 ^ y ^©pastftifcfcfrs i o- 4 ~i o-'li%0i;tHDi;vt 

/•y--f HRb .OW#<0W*S1-^77T$5. 
Hi 6 0lt SNP{CJ:5«f^#iSiBBia©T#h—>^t)L<ttT#h-5>^ 

Hi 7 0I1, S N P \Z£Z1&mftmMM<V7 7S h-^* t> b < UTtf h—>* 

&ttmmm?e\zttT % i? t HD^^ty*^ hr b .offiMisst^^tj, 

Hi 8 3>h h'n^^t/^-f KRbiONMRft-hSSt. 
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$ ns © ®WMIZ M?* 5> U--Y FR b t©lftliti'3&ftmA©»4t«4fttt 

bfc. £ <Z) # tC , ; *tt£<i7 -f 7.^ — 7 y h 3 0 0 gigS) bfe. its 

«A0fl*TTHlft*f©T»8l5fc*S 3 c migS(D^P83|!l*^g£L, 1-i O >&Tfit 
-g-m, & l»IB«5IUT*6i?>t;t'f F R b i (60fig) © £S:&m7Ri§fle 

h*R b ,* 7 HMfrflftrt^fcjiagEAbfc (6fl/ig/B) . 

>f >«JHr*fl£«UT's' ! T h<¥5/»J >x*i?> (HE) Sfe-&fc{fcbfc 0 ^e<D^m=& 

mim\z7*-r. mi®\z®m\zmt>z>w-n-?%>z>o m 1 sah-; >t;y-i fr 

bxfS#M. »lHB»41ft4*a#fl**UT^5. 3;fc "s" ttM (sea 
r) 
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■tfl&&mmt<nfr. :o^tit fifioe?^;^ hr b , starts: 

HiB©4iSS7jcS^«Ttt, mm (scar) > ^^l$5ii^±f 

*<D$t®mm\z&^T\tmm (scar) at*i*< &s*LttT, a^^s^^m^^ 
^ifE&g^s^ • mffimr&z. tizfs. fritz <dt-&2>& . % imA\z%-&n& &o 

KitmWTU. v ? >ir/-y _ -f FRbii£4M£<fc0» (scar) ffifrtfH®*? Z> O 

r b ^^M^^^bT^tt^, ^n^n • wmz^mtz <b<Dtmw-$n%. 

n^^<eii^ffl £^ut, "«t q<ij5^< states " feotm^ns. sis 
mn&nifim%t\zft\,>fcM$.T?ftft\zw&ftwt£tiititiib\z. toi^mii^xm 
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ZOfctblZ. IttZ.&M&Vj X?—? y b (#i 3 0 0 giH) Sff IT. 
^tTStbfc. ^<D&. m 1 »M«iiLT^6 5?>-fe/-tJ-^ HRb , (12m 

g) <D£g&&*^#m*JtiiaMrtiS-5-b. ^^T7;nfsrzs^jE^>y* 

|HTy>t;^^ FR b .* 7 B W $>Ilftf*J A (12/!g/B) bfc. 

i?>t;if'f h*R b ,<b b < tt±M*#®»jrcrt«P«&A*T«2 BSC ft 

Jt^lTA , ?h^^U>Ity> (HE) ^fifc^Lfc. fOgf^20 
J£2 BttBBBfcSEte'BMTffcS. ^2@A«->*>t;*<HRb,g# 

m 2 iaB tt^3s***a#«*«bTVi*. I2ia. B©$cw±D£fli*s 

^tafei LTJSEJggP (scar, s) fc^bTHS. ^ 2 0 A0S4S«SI«t 
TcDi^M (*&t> b < BftTffi^) fc^fefc&tf fcsfe?LSI*-*ftK:#lttb& 
ftll^4s6B^R*6h t B£ii&&tn;:f?«igb&&0m8&<DTfc«& (sc 
ar, s ) #i!>L#SLTU5. 

&mm.mn\z%&. &nm* mm, ff-mmoBiJStt 

n, i&L«3iH'be«jE#aiite3Bw«i«*T»^ • siifeKftusux^fc. 
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& j $>foT®.M\z&\,>Tmm&m (.=*?-y>mm) > wtt^m, ^ ^ m > mm 
&\z%wm 6 te* Bim(Dmifom*ttj&?zMiz&efrc&~s>-ty-v--( h r b 

JLOfc&fc, ifc&^W X*-^ y h (ft!3 0 0 gii) ClAWTTv'Vt 
/t^HRb, (12(ig) <D£S^m*i§*^£¥lII#Ml*3!9:#b, J^TT^ 
1f5 -g@BE#>-?"£JBV>T^>-te J *r-i H R b x £ 4 0P B 1WrtAj#^A (1 
2 A g/B) U/i. ^©t, ©Ai&^TTl^»#(DlW;:ift&6mm<DA>^/S' 

/£S 5 tfmlSO/^ 7^ >Wfl'fcflsj£LT«'\ , 7 h^ri'U >X:*v>> (HE) % 

"i" te-BiB£ (incrustation^ V < tteschar) "ep" (epidermis) 

<£> aSj^^-tfi?: (stratified squamous epithelium) "bv" tejfa.'lf (bloo 

d vessel) ^TK'f". 

l3@Al;^$}ifc::t<, ?>tyt'f l*Rb.ft4«n?tt. Htt»fl5Jdi«5 

a mtzumzm slot \zm (fiifisa^) ^s£.#tiUT 
sfi (fiSH^^) *TK:tt*iiiL»T»fc3nfc:fcv»?f&jfcfffeL<tt 
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& £ & £ . C ;n?SftT«& e>&V>;i t « % m 3ElACD^t< ^ >ir 

; p r b ia^«THft«fls«ft 5 b i t*6n&*4 (mmmy-±&) *t 

Rbitt4«T?ti> fcteUL*<Z)|| U < ««ffe#jBc 0 . &m 

R b i*»«|*3'vttttift^LT'b«t*«««fctt;3f I, & * l& » & -5- * f\ *§^M«^ 
Jlfg (tttt) aK»fc©*»* UV^l^fefe ^tC tft3fc«fl/TV»*. 
^-te/lf-r H«1*fc^>-fe/"U--f HR b i&BJft£ffl©4>&V>l£X&j&tt if 

i © 1HMR 1*3 J: CjfcojE*fcifi^3R«e*T??|& • Silt§t^5 

&Aftfcinjg* asm, *j\s*r)imm., ^>y;w\>x»ieu &ni&. 
mmmmtk. ntxin, ^w^mbs, &^85©ibiis> j&W¥if casing ©#su 

liJJl. SMb. & £>tf fc*tffciifflfl&©^£, ff*. &JSJ«IBia^O»fl3*flSJt 
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#©ifcj*SL»fc*tebfc»«-eiB2au mj&K&m, mmum, we**, mm 

(SH20A, |30A) KlStStlfc < , ^>t/^-f KRbi©»l^S 

©•6fc«wra«fc^«38«ft«r$nT"b, > ? >-fey-y--r FRb italic j; D±&<ffc£ 
n ft m m m u t « ± & & a © « « *« £ u t < ^ *> © t ® ^ $ n 5 . 

SSM&Ofclftfc.fcntfas&JllfllBa^ (epidermal growth factor, E 
GF) . jfiuhfoft SfeliJSHT- (platelet-derived growth factor, PDGF) -1= 
M^tt^^t^^flg^fiH^? (basic fibroblast growth factor, bFGF) £ ? 

v h&.m<Dmmmmm\zmm% v< eat nfe, ^ns©^^-^^** 
l&mmwy-ty-y-^ hr b i©#MrtJ*«^^©»jjifcjS<R«fcv>. £ © j; -5 

m&fr< "b*?**fc*ttif*tn5 Mia© tested u < as 

h#-f> * (EGF, TGP-fli. TGF-a, FG 
F, VEGF, PDGF-BB, TGF-0,, PDGF-AB, IGF, KGF, 
P D G F > TGF-0,, T G F — j3 * , FGF-2, U-PA, t-PAf) © 

mtk^ shmi&fr • tfii5t^^©ati^£fei£ffl»©^>-try +r-r F^#t«^>-fe 

y^HRbiK±;0i»»SnT^«i:t*fc«oTH5. TfctoS, Singer, A. 
J. it Clark, R. A. F© (New Engl. J. Med., 341, 738-746, 1999) tdlBjzSStt 
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d©c:i:«>?>-lry U--f H 3S# \z S> >ir / H R b i L < « © ft Iff S 

^Tf^^tl^^^t? <$>k h'D5?>t>'H HR b i) T&D, tegEfcg © 

i^-e-^^. ^<Dm, m 4 E t'St Lfe^>ir y H R b i<Dfc^&}m^&h v> > 
-feytJ-^f HR b ^fSUUfcifeJii 3t«JKI@£D»m, fijfg. ft.®*> h < «^mtr J; &m 

( 2 ) \zt )Vit\znxx mm^-mm'S *^m&\z vxmmz&is.v'gm.m 

(5) tty-fe^^^ttai^Tffli^cD-aigf^s^j^f h^j^*^ 
s^^-^t u&ust**. (6) tt«o«©z:mii-&&<»»f ut*;i/#^s^ 

;p36*»*bfc«T , » (7> Mmnzm\z&z-j$<D*^j\,&&7k.mmT 
i^ox 3^»£t;i^jw*^7 u )vmm&M(D^mm\zmmvtc% 

5>>-fe/*-f HRb i£t^fca»©t>©s»tT , b 3 o««t&«©«f«if-#:=>si-r 
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afofei^-t;^ K»^snxv>*«» mm\&' 95, PP 25i- 

26i, mm. ^nmmw^:^^) , z.n&<D*tH'#&=.>iA-ritt>%&>iz 
sv( \ t m<Dit¥mm>h u-^f fr b i<Dfc¥mmiimML-c\,*&<D-v, m 
mfc®m&3L\z®immm.<D%}m* s&mMttsi 015. &>ns 

^ HRb i*U - Hftfr*fcbt««t*CiCJ; 0 f£jdcT?€f 3$T*l{t#i$tjf ¥ 
#«iffl«©fc©telR£*nS:bttTtt&^. i>>t/1t-f h'Rb^^OS 

/^^th'Jt-;i/) fcoHT%^V7>#IS Urn-f P*t#) «**«5n 

&tf fc&»©««fc**Tfcta ©£*©»» Kiamsnfc: 3 s^©t^ <j 

#jS^m^©fla#S^lt-t>iiiJia5E*#5^^^lc^bTfc, 3>>-feyiJ--f KRb 

1 M^stc i«»jB#*na io- 3 6 5 5 6 o« pc 

T/JP 9 9 / 0 2 5 5 0 , 5>>-fe/*-f HR b 1 £> fc 5 ffijMflSX ttttttiB Jfe« 
i»;WH¥l 1 - 3 4 0 8 5 0 , PCT/JP 9 9/0 6 8 0 4, i?>t/f 

-f h r b ifrztt&mjkvnss. • mmm&mn&zzf\zttmm.m—#;$£&w>±w ; 
pct/jpoo/0 4 1 0 2, ^ffiA#^s^sfliai8eia*fefi#jgi98ja#a 

StiS, $IIIB&?E£#5ftgs^ J $>*l«l©*' fctt, j£* (-^B J6«E. B 

MlEfD, ; 1 9 9 5 ) ttfc"j-"*T©*S***IBj&« 

fjy>t;t>f KRb .X«^>iry U-< HSiifttfi^t Ho v J >-fe/+i--f H 
RbiCiS^K, sue, »*««?r«T**. 
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****** TMi, &J**»*£C3BBttii*f|5jfcbfc«fc4£JB*©3>>-fe / it 

n, Mflttefta*H3lF£iiA>£. fijsicyvt/t^Hittj?^ 

?u->m. ^-^zlv hm. mmmm. nmmm. &mz*zh. &mmm, # 
But • mm. • mmmmm) \z%*j>±.;v<i h«»ic as? p r 

S?>-fe/U->T H««r U-f PR b #IEtft#. .£:ef&^ 

■fe^lM PR b ite^M>ISfc#W^b£#*: bfcliii • • B«^*{g-T 

«ItLT, Miff, feJ3»&, *MI*fe ti (^B© 

?&sgjg£i- ; kce, a^ura^, Rg&iEfn : s^s^ : 1995) \zmmt£ftft~? 
^to^i^iiisf^ ens. 

&<* (sjsb¥±&) » **£-&&. jm^. »»mm* mc>m 

i^a»i*au&iisa*t»oT^5. «t>T,- mao^>t; u--r p^g 
y u-r p r b x<D»mft&M&*tf&.mm.®c>n&. ■ mt%%k&mmiz 
mmi,frt^5*n%imn\$, iffli0^>t;^ pr b ^i^BRrt&jgm-^as 
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mi$ftwm. Mit&mm. mm&*M&, ?n->m, nmrnm. nmifz/v. 
Mmmm. an&* 77 ?&un&. unm$km&. mmmmm<Dmmiz^^x. 

mains. ■ nmm. mmnmn±. m> mmnntk* *><£itT* £ t& 

i. 

*^S)j»RKS5i, gHiittjfii^iiDi^^, mm&mmmtfc. Ky-#K 

maa.'wmm* mm. h^"b^mm) o^m. mm. mnm. m^-^^m. b% 
(m&w.%m, g&MM^m. nm&w.%m) v>mfx^m • mm • mwm&z ^ 
\tmmnmmm^nmmo^m. mm. mmmtvx. mm»jmx&z>t^z. e. 

u < \z&mt8.mn$i • nmm^mmm^^vx. ^m^mm. mm («w*u m 
mm) . ft®bv<\zxm\z£zmmy.\zBim<Dmwmi$¥mmb*%fr-?mm. 
<nmm. ^m. aagfcw/Btfr* z\ twm s^fcsn*:. 

z&m&v^ 7.9-^ v v (#i3oogg«) zmmvx. m.xmmTxmm 
m(D^u^M^vtcimzum&ra.Ta(D/-%y^n^ ^rfzy-^mvmmm^ 3 t-m 
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f£j& bfc. 5 *> 2 5-m\ziz o . oiaft%<bb<tto. o o in%©i?> 
Mb, mv oM»«fc»aH»©ii3H.fflafi«7-fe u > t^n^M ©#*s&;frb 

5(lli0^TO. 0 0 0 1 11%, 0. OOOOUI^IKHO. 00 

tt*M**T?##b;fc. MSi50Rr;i6itc^t„ SB 5 HH: 
IB 5 HOi* & 1 #B*<Httfffpj&&:/ (*1>JBSfe*f) b 

#B «» 0 . 0 0 1SSO$?>t/ U--f H R b .mtS^D^ h ^^ffiM^T (BUS 

izit^TMMmmm&^^m'hLT^tc. — o. o iii%©^>ty^'f 
ttfftt. i #B©#jBfctt^TissttiR«>&ftfc)&»ofc. -r&^iso. o 

1 Ii%05?>t/*-f HRb ,5^ft5 h (TfcJb'&ttWafcail© lgib 

ft D 1 0 0 n gO^>t; H R b .mtsyn^ h) Mtt«fcSfe:frb 

£i\ •€-OttJft**»jjfc%)-tnSC«I±ba:V4i#it6n*. 

sb 6 B©-hj&» & 2 #@ 1 3 mm \z^vft < , o. 0000111% 
(1 o- ! ii%) feb<ao. 000001 mm% ( 1 0 - s a*%) ®^>-t / 

^ HRbi^tfTsyn^KJ, o. 0 0 0 1 M % <D 5? >-tr J -y-< P R b i 

u--r p r b »^ KmM*mi&M\\zftmmifi>b b < «*jii*i*bT'b» « 

i^^6*M:lTn§. £fco. o o o o o i mm%<D 5?>-t; p r b .od& 
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P«»fcS>>-fc/tf-f FRb,0fe«^ffl^i, Alt CD 

ft. X&OSlJg, jfiiflf," Aflfflg, #Jg, fFJBK sgjn*. • 

©v>>-fe/ iJ--T HR b 0*1- /B Ml*. ^^fFttl? (PDGF, E 

GF, bFGF) <5»*«fcDtt5^K«nT^*. L 

>iry F R b i**#r***t> b < &®<DZ>.f3. <b b < 

j»aai«^«i*fls**fc-r* • «a.im (Mm. ni2> 
is> mat. ii, ERf) i^ig^tt, mmm.m<Dm£. - mmmzfe 

-f b*l<tl:ey>tyK FRb>©iAiao. lmgHT> SSUHO. 0 
0 0 1 mg^Tt^ -5 C'ttfUfll/ft. -T&:b-&&j££i&£%-r.5 t h t> b < 

nmmm^co y f in # -9- -< fr b .cQ&jt^ffl&^fite. 

A*oflBAH^3S«fcfe±««J, t£*#;t snxn&J; 0 « £ \Z'J>te V> £: V> 5 
uttftS. *3*«Ttt»»ft©^>-fey tJ-'f FR b i ( 0. 0 0 0 
±) 0»*H:ftftlcJ;Dtf6^t^»6nfc. 7-v hTfiO. 0 0.111%~0. 
0 0 0 lfi«^iV^5*'«ft©S?>-fe/lf< FR b iS;P ? BifctiJfc^^S#L-T , fe, 

b#b, fc hTttH«[t(*«:»Sfcv»3ff*ttetA.ifjeci D»^ViOT!, «|« 
a*fliJaOfc»tettJ; D&i&S (*:£;U£0 . 00002 fifi%7fc#§) CD>5>-b 

ft, %&<Dtir£SLft, feTIS, At. Sfcsfejft, AM. fFJBb € 
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jfairi*9i£>sfflfls. Mm^-mmmm. & mi andante, mmuBfa* iTKoana* 

ft*. in«fc#5 (&Jfc<&#*&, AASfett. 

**o#, m> ^KaBsafsist, ajuv*. t>t*frn, b^, b*>, 

eg, &mttm, a»w\ ». ft**!***;* 

ft*. iratt-*s&fl:te#3jfcj*0jfcSr>3, KSI, K26, ^SfiSHI 

latum, ^Mfofii, z>tKt)ft> ^i&^s., js©^. 

fc#A.&ft*. B**W\ b*, *li*t*tt, B*£"*#*1.«fc 

Sa»*ftfc&|»Ol0ia*«3EteSoTt>, 5551 D teffljfctf?** Lfc <&**:«> 

*IBII&*aiK£«flFT$;&:<fc-3£i**, iUSif^S. — * 7 / U--f 
f£T*-f ^T©*ffl8a©fS3£ • S«^&i£3fr* Ci*5t§5©t, 

arum*, amiim* tttfftft, b*. btK -r* est, ks&. 
£3H«:3t, b&w-, tfcmm) z^m. b c& a*-? 

**. Set, ^^t/^HRb.lt *56M& (gg*, ffl«F) OgEtBM#t^ 

10-365560, PCT/JP99/02550, 5? > -fe y * -f H 
R b ifr &ft«MttAXtt#MJftfttt& ; PCT/J P 0 0/0 4 1 0 2, mm 
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&> %&<DMti&> *L^ffi(DMi&. ffj^oMia, nmm. nmxmtb* 

£*8*fcBfr<r £ t*iTt§ £tf)cfc5K:, HJMWfcs? 

>t;^FRb,ft a s&*m <0*&6?\ t><k 

*S, AJ»^a, ^% ^ iiffl J53 *U gfl . AJMM. tttftotu b*. 

bt>, as, k^, aastf, n^Tib ^<t^> * 

*. vfrh. TtHmommftm* ±m<D$tmm&n io-36556<k 

PCT/JP 9 9/ 0 2 5 5 0 ) *>&9i&j5»&.J:3lC» 5>>-feytf-f FJKWfcS? 
>-ty U--f H R b ii£Aff&lt*ft0M£:!m«aifi*ttBAai. l n g/m 1 
•BAT, IfSKIilOpg/ml £AT. «kDJ6F*b<ttl00f g/m 1 

(DmrnmoZ £ < , • jSffii0i?>t/U-'f F«4*fcS>>-te/1M F R b 

So «-pT, y^tyt'f h*m#(c^>-fe y U--f HR b i&a&^Sfctti&^ttJJg 

— v'SK /ly^jSal, ¥L3!K 7r>x-->3>. A > H ^ 'J — A, D - a 

e^u-A, fn-f, ©ffeft, ps:, a^^ij, <ti*£^vt>^. mm 

ifcBSIii. ifetBifc, 5&v>m. ->v>7-, y>*> « 
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fc**, j&»«3>*, 11, ff^^F^v ±A1UNK ftAgfiltlf. A 

w\ fi*«t». Butt, fc*tuT«nfca&*s56J*-r.&. fct*. 

;*-f KS^fc^vt/HHRb i** fe^sflsttaicftALTttffi-r* c tic 

ifflBa) *> o < fcmMfca»i!S£^®T<5<73#.fc er, %>{Sit-r so-?, 

* — Kv>>-feyu--f Fi^ctti?>tyD--f hr b »jba*ex**» 

S«llilcJ:«nBI!iR^«ftfttK <4*K:*iil*iil) ©l«£i&#> ^|», & 
tf-'J >4fJflfflJdS<fc (*JBA*, *JHA*x*;*, mfflA^!|&ti-tf x>#HL ^ 
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hsfi«PJttttlRO«E«K:«-?»T**^if -5 S^"e?iilgbfc. 1 2 * 5 E 2 

B)6. * 6 t 1 erBf »'JfiiM*Bae>fc. £ © £ SUtS tScBK^i:77^tt 

p*i&£#^l, ^ife^Ttc i im» & i o a ssts £m&rvit<D-e, 
m*>v>W}y>>&m.~?%}$k • gbfiBtfttBsn-c^sM* co . 00001 m«%) 
©j>>t;t'f PRb i^^wbfc^a^ h pi£;&!iE!i£{gg&©tf e a,<& u < » 

fSllsT^Snffia^nctClfc. 1"&^?1B6~1 0 @fc»»tTiR« 
«5<{£lC 0 . 0 0 0 0 1 iixros'>t;u-'f HR b ^tfts ^n^. hSPIgJte 
JBt^tf Ifetf Ufc; 9 6 i^SOO#Si)|0?g*i 7 EltC^-T. 7 0 

^-fb^it/u-T?^ 0 , 9§&*»fc««*»J&abfct#A.&tlfc. 0. 0 0 0 0 

R b i©Ptt«ii!*«a:#fc«fc R«fcJ:0«»fbfc*«H*«38«±&flsifc'b t 

j*-*j^fcH^bfcfcae>» b& £#* &ns. *»«#©«*•?«, c 

© J: a &««#$&*•*•£©»£»» ^ft<it)7B*610Htt**5#. iS^S 
©5?>-fe/*-f HR b J: S*>te P • W 

USSSb, 9 6 BfW^rttC^m («4K) i&*#*b<te3tSnfcfc**.*. bj&>*>, 

«S«tfefc7'7^ttPrt»*«f5S-r*;:i:t>*t>fc<»:^ofc. 4s^&<, 2681^ 
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^f'*^0J#O — A (E«f ) te> ¥fiJ4l 2^5^26 BItf CBg£T#» 
£ ifc A, L £ o 7i <Z) T? . 0. 0 0 0 0 lil%0^>t/1)-'f HR biS'lf f 

fiOfc, 7 2 I^IBIB©^jSf**8 HO*«fc5R-r. JB 8 HMHiBf fc*t>S^ 

U*-Y FRb i«PlffiSJ^S^ty3tel^^pj@5^Mil©^aiffli^^W^ft:<£#fet-2& 6 

n^'&T?*, pk^77^« p^, n&mismm. m^m^km. 
nj&ttigig*. ^ovtm. ummmm®, pus is mats, m 

mmm. «attni>a&, <7>-y->p^^. t^b-p^*, 

- 33 - 



WO 01/92289 PCT/JPOO/05554 

mm. mmmmm. n^m^nm^, pe*>?yg, Mw-^m. ri 

g a - F e d e j®, Wft'S. £J&tf6/u. H7<7'f, «>:r 

M*^i6«j:-rs)fi!ij^cD±^, ttjmsttji. sift*. a.'&jR; iss-maa, 

mmmmm. ^mmms^. mmm. ns&ftmm. ^?-?>um. 

turn* ^-gftm. mm^m. mm.mm. • mwzmmmvmmmii'rz z t 
\zi$m<DM{%, mm. 0km. mm. ^%>b<»^ii>#^^^ 

tt«©*-ft:ffitt (M, Jt&«»K ttfttjMitt* *>tffc>ti, fejH^) * 

fgBJ#CD~A (H + ) h^©a»j^6, £t^Lfc#L*£ 6#£g 

*U» 3 #l±3k©;&.*J8V>T#«*F b, SD3*S100 f g/m I 
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U-f h'Rb.S^ft5*t1?iJgbfe. mmi 3 B g©J? b7fc©^g£fj|9 0 te 

SI 9 0©£Mte7£o#.Ti?b* (^h^Olttt) *7kmmisfc%<D-Z?& 0, 
IS 9 0©t«tt, te«*©5>>-feyiM H R b i ( 1 0 0 f g/m 1 ) S^ttS 
7Ki?}f b*£7fc5ifc:l§ bfc*>©T?&.5 0 ^^*l:filgcD^>-fe;t^-f HRbi (l 
00fg/ml) *-&*-r«*T, # hxojf b***««fbfc»'&fc*o!)#* 

&te, *fgnj#Ste, Mjze©J$b*£3l#j^#*5i!ii§te0fcb, 2 2H@(cs« 

*1 0_B©fe«WU 7jc©*T* h*©#b*£ 3*22 BIH*a*lfcfe(D 
t) , Ml 0 H©*«tt, fil«©^>t/^ FRbi (lOOfg/ml) 
*M-9-**T?Jf b*ft*JR«Ufc'b©T**. 7jc§fcJg/8©7Kfc b < \t¥ 

f 6 IJ 2 7 B I fc *>fg«g&&£fig?bfe. 

$g 1 0 Rite w -5- crt < , «««©s?>-fey u-f HR b i (lOOfg/ml) * 
MTSslCT^b** 2 2 B W*»«fJ-S tJc© * T TKlgig £ nfc # tit 

$ e> te, 27Bifc&5t, «*«©5?>-fey-9--r HRb, ( 1 o o f 

g/m 1 ) *^#-r57k-e^^$n^7}t h*©J?b7fc 3 *-T^Tte> -5^^a«5 
b*3*Kitt, *tj &<=:&»««:»© 5nfc*^fc. tSEoT, £ D 

• <£ffla©i>>iry h*i#fctti;>t;ti' h-Rb tte&jsmia^ t h 
< t> fig jits £ t&m £^te$nfc. 

^te*^^^6,« % |gfflA^©ai7-2R- >^M^^«lfe©^>-feyy-f KRb 
i £ mmiztf hx©Jf b*©gf£ • H^feb<«^^^^{SiiT^^t*5^$b6 

^7t. c©fc«e>, m^ib&jf b*& 2*siu i*»±tk© 

#-&fflV>T&j§b» SD(Dl*ftl 4 5 0 f g/m 1 ©^JBA^©&*i-#- 
H**#*r«7k + Tr, TK^Jgbfe. ftj* l 4 B !©M£ffS 1 1 (Ute^-To m 1 
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on o > fill i m<D&m\z. mmm<DW^^->-^m (usof g/m i ) 

#H (1 4 5 0 f g /m I ) ^^^-T^7jCT. * h x <D» b* € 7K=&ig b 

fc*otf* • (f«t«?fe»tt) swiijftsnfc. Tfcfcs, a-y-#- 

mm Amuimt v>±;d--( Fii»fc^>t/*>f HRb.it 

it&IBcD^I&T?^ bfc ZTi < , 1 0 0 f g/m 1 <D *? >iz S lr--f K R b 1 1> b < tt 
1 4 5 0 f g/m I ©fi"*#n>#H Sjfcfctt'fiT, iMifct^.« 
Jf?hX©$?b*£fiig-r<5<h> *t M © jf b * (c it^T BJ 5 d» tc^03gf £.&&m $ 

A^at* ^^A^a-y-^- >^pj<£^^-r<5m^ A#x^^x«m 

flJA«sa», *t«m®©3)§ffi • &m • jBfcg • SHfc - §r£ . f? 

£*>b< feigii-rs tns. 

P®-tf-*x>#ib i?>t;^i«iticH:i7>t;^HRb,»i, *i%©ifcia 

• • £?e©## • ®% • wis, *mmm. m^mmm - was, 

W&v** <7;i,-y) ©M-ffiSc, was, €© 

A^, IgfflA^x^A, ^ffiA^ai?-^x>^|iife b < tt^>iry -y--r 
tt>?>t/*< HR b ijfc e>&£fg;|g • • • ^^iEii^Jt) b< teflBiftSsiin 
<fe«, tt^OjlBJfSffc^ * b < «{gjg&T?gAXtt Wf £ C i#«T#<5 b, #Sfc 

T?««itti*<D3&« • 3*3? • Kit • • wmm • m& • f$,&4imm t vx&m v 
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S?>-fe/U--f H*4*fc«5?>-fe y U-f h'RbifeK «atjB A^^>!&17■/tfx>;^T• 
BIia^»<feii&i^a (&Nmit, □ ttttttait) <d&.u z -rmmunom^ • mm • # 
<b • • gr£ • M«>L<tt?f***ft3t-r«&v>9*;in*. mmxm. mm 

¥S£gt> C7^-=¥> XtM, 73tI, T^rJtJOMOIRlCs <£igS© 

mmAm* ^a^x^x, m/BA^a-th/itx u < \*s?>-ts y-^ 
» \z a $> y h r b , <& ^7j<x t <o«i m t. ii h \z m SD-r n k. e 

®^s©atr-^x>^-® -b l < «ati-*x>^®§#^-r^m^A^x^^x« 
*fflA*^^j(»a»**viatt«iaiM©s^%)L< tts«»*fcfijsrs tic 
if. <5ij*giafifetu tEii^tt> l < \$mmw.f&® t Lxm 
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IZ 1 0 6 ~ 1 0 lBl*ffi|fc*r£ &QttftjKMtf • 
b. «*««»*L/7'-7^ttP|*J«fc*«fcKr*ttl* ^i*wbfc. b*»b, 

o^t^^e. m&&m®.®ffi\z o . ooooi -y-< FRb^t 

tt^yn^h^^if bit,, ttttte±oTtt«»$a#os> -r hr 

b iO«IIS^.««A«, t<Tllli<&oTLJ^i:Atfg$n5. &^S,<, 0 
0 0 0 0 1 fiS %<OV>t FRb i*^*-r^^a^ h a, PffiFgcDHtagK: 

•s ens. -r >t;t'f pRbitto. ooooiii^ioii 

•^>t/^HRb i b < tl* C < VJCDT, 

o. ooooin%«to fefiu*ici?>t;ij-^ FRb i&mm-r 

B&AJ&B^TT^ y h (n = 3) 6 mmcDA" >fP/\*'f 6 

trm\zMvfflitt.m*fti&vrc. ^w^hk. j?^;*^ KRbi**ti 

-^n o . oooi ( i o -*mm%) , o . ooooi aa% ( 1 o - B a» 

%), 0. 000001 a*% (10- 5 li%) , 0. 0 0 0 0 0 0 1 11% 

( i o - 7 mm%) , o. 0000000111% d o-'ii^) omm-c 

&***ttb«aHB**»b&. «ttbfc&»fc»eHSfe«*T?«?5Fb&. « 

*&4ii 2 0tst, mi 2 HttHiaic^te-s^KTf**. 
4i i 2 m<D±®\zm i eas sr^b, tatt»2«B*«b» Tmzm3mm& 

- 4 fig%©*§£, io- , li%os^, io- s ii%©i^, iici^uo 
-'11%©^, 10-11%©^, Oll%0|^ (n > h n-;u) fc^r. 
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i 2Enc^-rrt < 1 o- e as%^6> 1 o - s s a yu-r kr b , * 

^ft5^D^ h (tftbSlOng/g*6100pg/g COJg^CO v?>-fe y 

m\z&\?z>mmt 1 o - 6 m«%ii&m<fe b < Ki^-n^Tictsjfe-r* * u v> 

t* 14 0.0 0 1 M%**. IffSKBO. 00001 S*% ( 1 0 

_s %a«) &T> «k9£?3;L<*4 0. 00000001 «*% (1 0-11%) 

USTIi, n = 3 T * EP&P< 0 . 0 5 11^*5 §S I, * * « 
P<0. 0 lTtti*s<l!>5ui$gt a &:fe, &5&*4Scheffe<Z)post hoc test 

n§ i 3 sts-rr t < , znzi&mmo ?>±; tr^r h r b i 

t^*te»«?&a3&»e3t*nzt. #k o . 0000001 a*% ( 1 o - 7 

UX) KTC-^ytyt-f HRbitab^lng/gglTfcKliln g/m 
1 0ATro^>-fey iJ-f HRb i©^ffia-^3&«W«ctg*W*fctt>lMi-bftfciv»'5» 
HM4, 5>>-fe/1M HRb i3!>t&&&l|$<Z>iifflfi&*1>?£igg?# 1 n g/m 1 i^T©i# 

*5S(H#6ttS>>-fe/lJ--f H«UU»#:*t» i^tyif'f HRb.tHttfc 
5?>-t;V-C FMffimftn l^tbTi?kFay>t;t'f h'R b Rlfls 
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O^TBPCT/J POO/0 4 1 0 2 (XJS A?*> & ft: S HfflKS 

m&mm fclEttStlTW*. RAISTT7>;F (n = 4) 0^gg^jt#6mm 

i?tHai?>t;t-f HRbi^ftifno. ooons% (i o- 4 ii%) . 

0. 0 0 0 0 1 11% (10- S I1X) , 0. 00000 1 11% (1 o - 6 fifi 
%) , 0. 0 0 0 0 0 0 1 11% (1 0-'lt%) , OSSTv tttsyo^ 
h^lB#lHl9B mftm&ft bfc. 3 > h a — ;H£&y hcD^S^ffl^^J b 

^^iSbfc. ^mb^s©iai^»@s?g*-e^#ufc. ***** i 4Bic«-r. 

m 1 4 8l4B»4«!>t**tlT*;t), -h*>5H5 

1 o- s Ii%oi^, *i©±*5i o- 5 li%©f ^, 1 0-'lf%o 

£14BIIC7K'*~Z?&<0. 0000 1 11% ( 1 0 - 5 lfi%) A^0. 0 0 0 

0 0 0 11I5J (10-'1I%) <DV t H a >-fe J tf-f H R b 

(-r^:*5-&10 0ng/g^6ln g/g©igg©^t HD^>-by-y--f h* 
Rbi) &WiSc«le:n«^*'rs tB5*fc. l-cc>2>.&*VJBJMf LfcHtttJ 

tt, ^ffi^fcfeW-SMtt 0 . 0 0 0 0 0 0 1 1S% ( 1 0 "11%) 

ftttA^atti»ic»tf«f oMtt o . oons%*^> & 

£b< teO. 0 0 0 0 111% (1 0- s %ift) £*T, iDJfJKttO. 00 

00001 ti% ( l o - 7 1»%) STFfcttftTS n kW*tv». 

0. 00011*% (10 - 4 ift %) j&» & 0 . 0000001 1*% ( 1 0 
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«P<0. 0 5 tf^it^j&t*^ ZL ii&mf. tt$3> &5tW:Fsher<DPLSDtCcko TIA 

ft i 5 igfc^-r ^rt < . o. 0000111% (i o- s ii%) htoiao^ 
femzn. tti:iii»t%ffla*n&. #no. ooooi it% (io- 5 i 

fi%) E*T©v*>ii J U->f HRb.t&bfelOOn g / g «T %> b < SlOOn 
g/m 1 £lT©i?t KnjJ>t;D-'f F R b i®*AS-*#H;ftil*:fr*fclt/jNtt 

-^>-fey tf-f FR b i^SgPaMOiBia^-M^^^ 1 0 0 n 
g/m 1 &"F©fc*te£*M&l*®*r£ • H£3L»?3*l**4eifr* iv>5 c £ ft 

ftffl^Tn^fti^iSbfc. 

*56!H# (BEf, ffl + ) £>tes *&^#HS!ffl|& ft & Z> - h n 
^J^yHtMJ^A (SNP) teH»M»«-rat»«IHI&©7*h-v'^t> 
b< M:7#h — ^^«#«aiJBJB^B8«cSn* C tft**UTV»* (Toku K. et 
al., J. Neurosci. Res., 53, 415-425, 1998) . d <DmmmWi%< ft/B V>T, * 
*W#6»4t-TlC^>-fey-»J-^ HRbJln g/m 1 £AT ® j&fflJS£ft$EJH^T#>ii 

Tl>3 (#if 1 0 - 3 6 5 5 6 0 , PCT/J P 9 9/0 2 5 5 0, ^>t> 

Ti?kHDS?>t/t'fl«RbtO»g»»«ifPS4U6'<&. 

fffil 7H«C5f hOBfefiF^Ba^Si 0 , hiJ75/>EDTA4flWTttfi 
3fflB&ft#!iL, #Uxjl/»J i?>n-pU^2 4^xJl/^W- M:|Wfc. 10% 
4^J§&fPifii?f ft-^irDulbecco' s modified Eagle's medium (DMEM) 1 6 P# 

jfoi**Fiftfc ft 3ftlJU4 0|III»*l/ifc. «f*3*fcft4BSt. 300 
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/tMCHtT-hD^->yF^hiJ!>A (SNP) ZmtDL, 10»B-f> + 
htfc. *o«, *«*ftj?kHaj?>t;^HRb. (0~lng/m 
1) »^Jlli«f7;P^5 >ft^UBagle's minimum essential medium (EME 
M) tfimfc,.SNPtf«l 6 mffiB\Zliemmn<Dmf5 l $t®%y->7frmm 
**m>T#«iHI&fc**L, # U 7 ^ U ^ 7 5 K ^ ;H«fti * fj ^ . - h D 

StlfcMAP 20A>F$t>J/K^ MJ-fcJ:D«P«Lfc. 1 6 0S 

tfSg 1 7it^t, Jg l 6 H«BmfcJ6;b.&MT?a;5. H7HTB, n = 5 

t, *ep«p< 0 . ooiTttiAtfesct^u, **amp<o. ooo 

&33, ^^ttScheffeOpost hoc tes t \Z i o T ^ 

So 

##ST?KS;tPDJ?>t;^HRbi«DNMR?t-h (40 0MHz, 
C D 3 O D ) £lfi i 8 sk^t. 

^ 1 6 El limicrotuble associated protein 2 (MAP 2) flD-<A/7ny h 

**»«iBi&T*?K w&*&MAP 2©/t>F (T^fe^^igiffliiacDv-^- 

h b< tt7J|5 h — S^filttlUBjiajEteR&S©-?, MAP 2 CD A > F*tfe*> 6 2 * 
lfg/ml (l/->3)*6lng/ml ( V- > 7 ) ©S^Tig^;* ^ 4 t> 

Aic*jobT*< t, sNPtisifiaijaoj^ h-^x* 
©»vwt> H«s«**nfc. 

*MffLfcfe©tf$a5 1 7 BTfcS. Jg 1 7 0l;strt< , 0 . oifg/ml- 
1 ng/ml ©i?h Hn^>-fey-y-Y K R b , «3r£fc*lii!£«fflJI&© Ttf h - * 
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mmmifi 100n g/m 1 2?£ L < W: 1 Opg /m 1 KT, «k 0 £F $ b < 

ttO . 0 0 0 1 f g/m I ~ 1 0 0 f g/m I ©i£tifiJI&<D7i}?h--->X'fcL 

5t#^f,ni). S£i1-3?#T&teSchef fefDpost hoc testT$>S. * & P < 0 . 0 
**«P<0. 0 0 0 1 SSt. 

Sfcx ykKDy^t/KHRbifto. oooi fi% ( l o- 5 ll%) # 

=t -r * & ® n ffl au & « n & na at #j » « & * * a* -r t v > 5 «a » <d m m m m & & n m 
tat, 5? > t / t-r H t t H n > t D-f H r b ■ » 0 , & 

1 0 0 n g/m 1 StKIJlOp g/m 

1 ^T> ^0^?SU<ttO. 0001 f g/m I ~ 1 0 0 f g/mlOtSIIfi 

b ^>-fe/ U-f FR b it|^«lfc<gJ6S • tefl!fi*e&ttfc&«iia8lff£ • H 
PCT/JPOO/0 4 1 0 2 <3gffl A^fr &»S||5«fflfla^fc««ijgailia«a[ 

t;t-f KRb . hmm\~. ^titcmmmmmM^^^wr^^ttmm^tix^ 

<5. tot, 5>>-fe/tM H fc5>t Koi>>-fe/iM HRb #51 
93*5 J;tfgEajii#lf (PCT/JP 9 9/0 2 5 5 0, PCT/JP99/06 
8 0 4, PCT/JPOO/0 4 1 0 2) T|2 Jfc $ ftfc > -fe 7 H R b i <D $j 

* • & ffi • ffl^sr^T^fee^TViS ttis. -ffcfr-fe, 5?>t; KH 
**#»KI4i? t H n >? >t / t'f F R b itt, C*l!&*S.8&K.rK»)*l&jm 

o-e (i) mwM.n s £#3mk*%tz-?$> zw&tem. mm*<sts) <D^m. mm. 
mm. mm. ^m^mm. «#©&a©;j*ftWM*&jfcttxwtjB** 

- 43 - 



WO 01/92289 PCT/JP00/05554 

min®, (4) mmstm, *m&m, mm, tstitii^M. w/£-r*fca& 
<Dfc&m$iM®.f£®x.\zffimmmv!>. (5) jbm&je* *s»s>s mm® ^wf, 

au$4tK u >#m®.8L®. m.Mn.i&®. mmmmmm, f&&mmm 

B ft & an ft. ®%CQ$g*g • • J&S • #4"bM3fli: IT, 

y u--f H r b i fcra«©#tfe-effijBT?**. s? >-try im 

#W»c»5?k F n S?>-fe y tf-f HRb itt, $?>-fey tf-T HRb.iD feJKUBtt 

$ sk, 5?t FD^>-feyy--f fr b ,i<gnfc4ftMS4 - mmm&mifrm 
u - F<t-&*t vrmm-rz :it± o^nfc&jf • ftSHftgus &ftm£ 

f^BST Steffi*!** #$6W#<D*a*IR D CinSTfKtta^o fcfcOT? 

m.mm&ft\z&r,*xi&mm<Di?>± yu--r f r b 1 b c i -x..3S3iiiiiitfejB* 

^UT*BJl^t^^fc»#T*Cfc#58lS3riTV** (#H¥l 0 - 3 6 5 5 6 
0, PCT/JP 9 9 / 0 2 5 5 0) . $e»lC, ^ -fc y I* -f FR b ,Kt»|jiifF© 

Ip^jr 1 1 - 3 4 0 8 5 0 , PCT/J P 9 9/0 6 8 0 4) V> Tj| fcB S tlT 

y i?"-f F R b i i EJ*©«*gttT» T fcfr "6 It 858L8&<Z>SMB 1 n g/ 

ml (5nM) UH<Ul 0 p g/ml ( 5 p M) , «fcD^f*L< 

ttlOOf g/m L (5 0 f M) ^T©H, B c 1 - x 1.5651*83* f£E fctt UT, 
JBBSa^Hl^ffl £ t*5llilTV^ 11-185155) . 
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yn-y-tfzsym&^y?- H t\t, 11-185155 fc:f2m$ tift z ii < , 

Wfe<D$iMT S. /Sfgg^I (consensus sequence) ^ P v' > $> Z> 

h) <DMmft\ZiS>-£S V( FRb.feK it? P IJ-tH -> >M^^^^- HSJHjfiL* 

6nsCtS;*fgBjf 5 (Eg*, ffl *) H58:ftUTtr>* (Igase, K. et al., J. 
Cereb. Blood Flow Metab. , 19, 298-306, 1999; Zhang, B. et al., J. Strok 
e Cerebrovasc. Dis., 7, 1-9. 1998) . C <D C t S m Urf 3 t . ynf^-» 
Hl^^?Ktt, ?>t/t'f HRb » 2r P9«ei^JBSjfiLfif«aMlCD¥9^ ; S *?S f*S £ 

st-rs &ns. -r&t>-£, 7 p n-y-*v'>ii^^y? h -j>±.jv^y 

Sfes mH3cD#H3p i i-i 8 5 1 5 St^HTl'J^Dlif^Sfe^tt 

•5-tf--f h^-r yuvs^>mm^^^ h*^ -y--r HRb.tMio 

fr b,iB»c **.mmm&m&*ii\®m7y h cms?? to cans 

"rct*#»93* H^tbDTViS (Sadamoto, Y. et al., Biochem. Bi 

ophys. Res. Commun. , 253, 26-32, 1998) . «£c»T, ffi^ ;i/ggCDl U X P#X 

* >% mssa. <g*m&iz-rz£.&®.®<Dn± • nmm&fem-rz tmz. * 

-p<^>3 (IL-3) -bM^fUO, #£flljB«ftttbB c 1-xlOD 
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&m&inm-r & c t %*&wm e. (is*, bb*) BitBi/xws (wen, t. -c. 

et al., J. Exp. Med., 188, 635-649, 1998) ODT, mffi. IL-3 ^ 

^umnmik - nmm%&m-?z> trnm-vi;*. ^_fc©z:i<, « a 

%>b< h#-f fiH^fc (tiAtfii^D*!?^, -f>*>-a 

Mj&fta^ (bFGF) , ^fe&w&mmm'f- (cntf) , 

(BDNF) , -f>^-D-f^>6, -f y*^/t-9-f & U >£t0 — 
TE I - 7 1 6 5, XX h7i?t-JP, £01^5 St«IS? (E 

GF) , Jfil/h^a*Ji5iH^ (PDGF) , 5 >^^^t#:^Si^, 1 5R 

*tras©--f y*;w*iM ^ u 7DX^i^7 >7*-r >£!, 'fyjiA'W^y 

>gi^0PUCoUTtt> 1 1-222436, 1 1 - 2 2 8 4 

1 8 , 11-228417, W5 9 - 2 1 0 0 4 4, ¥4-26654, 

BB61-197518, ¥2-167227, #H¥8-205 40, #P§f 8 
-20541, #H ¥8-40909 <Z> & 5g # & $g # HJ|B $ tlT & D ,. TE 

1-7165 ro*j!iiJB«g|f^«fcH-r*|fc3t»4. *&W% e,CD — a (K*) (;± 
D^S^nTViS (Matsuda, S. et al., Brain Res.. 769, 321-328, 1997) . 
•*fct>%* WMVto&VtHZT^T* J&ffi&*fc&t*«JQJ&ft|fc&ftftt l n g/m 
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1 &Tfc b < \t 0 . 5 nMWT« b < « 1 Op g/m 1 KTfc b <B5pM 

<fc D b < 0 . 01~100f g/mlfeKIJO. 0 0 5 — 5 Of 
MXIi 1-100 OOf g/m 1 & b < & 0 . 5 — 5000 f ' ; M«D.J: * fcttLJiS 

* • »m - $r±, 36«. ffc#. Aft. ^flsXtt 

te^Jii: IT, PCT/JPOO/0 4 1 0 2 \Z IB® 2 tl/S: £ * & T T 

o*t*W6ns. «ric, ««, &jft2ft*«c!>&jft&jft<z>? 
@&tft ( o . ooi ii%KTXft*i, b < «o . ooooi ii%kt, 

£ Oitf* b < 0 . 0 0 0 0 0 0 1Ii%FiT« * 6 fcSfg; b < tt 0 . 0 0 0 0 
0 0 0 0 Ui%PiT) ®«&Bft**«&J**#5«fc«AbTJ&ttMK:*ffifc 
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»»©j»stt»^wjNb*€^-r«*wjjejft©^i» • &■:££%«£©*;%&£ 
amjfc*rxja«i£iim&«s««-r3*>©T**. 

iCi!lj01Xtt»*b. *©£5fcSEfcfcj8C"r:&*-n©**aitf:»lfc 

#58 gm*,- ttflBUfc*&n©ISXi^ttXI;mi5limj£4fe©*&ft&, 
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c: t*»s&*. £i*jftsi^¥ttfi:£{bbfc&ift$?££sii-, 
& <d m. v> m m t st « -r & %> © t? * s . 

^-i, mm. #f*»s**f«©«- 

m<Dm&. ns, mmm^m^. t b t> 

-Dm®L&m0k, mmm&&mmm. &mmft&&®&. mum 

^;px. mmm. Msru ^^mmm^m. suae*, nnffimtLm. n 
mm. m^mm. mm&gtm&. mmmmm. mw-^m. Mmm. 

na^jE, &0*^M*tm®ffi, mm. &m • 

am. *jpa..ffF«, m&&. rem. \zmu. gij^ (b*>$) . 
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?)v/\>7,mu. *)vtr)mm* *7/t*-fK mmm. mmmmm. %&<dm 
a^ws^mm. nm<nmu. &mm<DMM. mm&mmteaw&ifztiz,. 
&it. &mt&.t&±i,Tte. nm^mu a^mmmuomm. &m. mm. mm. 
^mx\^x^\zj:^mm^a<D^mmm<Dmmf&m^^mt^^^-r$>^^>^m 

SM77^, pki^t?^. p*, nestii, aett&Ra.' 
^<o^m. pjffiitemii«. soi^i, pjett^m, ««« 

PI**, ^P/t PJ&ifftJgtf £A,, DSHillfi, 

ftffttiSSF. Jftat«ttni*iift, 3^je«, PIA>-/^, M¥BJ&> Riga-Fedeft* 

^*§> ttKWNi. atf*>n, s^^Fm. izE-ffimw 

mm. mm. &mm ^^r)mmizi,x^mm^mmr^mmi)mmhL<\t 
s*> «&©*&«>* a* ^mwMfa, sfM, mu b*bl 
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mawm • wtijfis) ^©^rawig <so«r&u: 

«ig?E&©^iiffl jftJROM, #lg{<D^a, l»ttl»8®Mb®&jaL # 

• $£g&&* arti^, Mmmm. Amztz/u. &s&mm. m 

mmftmmm. mmxm^m. mmmm^m. mnmm. mmm^m^m. 
«*ajtt^i4#*. ^frmmn^m. itg^i, Htt&*m^fte) mom® 

m**<D^-rn&<Dffif&\z&^T. v> t ten mia.mv>n± • 

mmm. mm&mmmikm, sk&&&m0k. mmm&&.mm 

teas* • «i«ft*-rtst)na. ^_h*B>z&Lfc, ^>-tr y-tK 
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j&m {^B<Dfem¥i& : BPfUCSBJ, psf ^JEfn » ; 1 9 9 5 ; 

BofemmM : mmm. ^mm^m. m&mz> m&w& : 2 0 0 0 ; 

^B©/hM«M« 1 2 fig ; its $cffl*fc-, tPftjEtt* iUP«*^ ^cSE 

b. m^mtiz ; 2000) teBttsnfc-r^To^ffi^^iffijjt^it en*. *>•& 
©*aai»¥tt3Eflss#fct- , b©T**itf, cn&©£*"b*»w ©««»&* 

< «^©ft§sg#jx«^fts©i£©teM£ii«-r5&©T&-3. 
^fe«e>©ffi^^, stiw^ffi^fefSi • iitfc»M*ft, ;&#■*©«« 

*»H©isamj£ttxi*tim&&j£4tot*. ^mm^©»{i. mm. mm. 
fem^te. R^©S3g©fc©©i?>-fey •y-'f FatfeisOt-ecDttttMxti*- 
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a * <d ^ w m m x a -5- n e <d m. <o & m £ m m t & % o t? & * . 

*sj&@3r)i, ism, Msm. m^mm. rnmm. tt, * 
thmft&nm.. w-mmmm,. mm^mm. ^^-^>mm. w^mm> mm 

F3St> b < ^OftftiXli-f-tl^StLTft, fMr f3 L It -1* F^ 
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i?>tyt-f fr b ittttBBLfc*»a-c5*sft<& fe©T?a d» F 

Rbittx #|AJ£, (Shibata S. et al., Economic and medicinal plant 

research, World Scientific, Philadelphia, pp 2 17-284, 1 985) <D^&\zmV 

& Y-)V\Z J; 0ttB3*lTtr*S (Kawashima Y. and Samukawa K. , JJ Med. Pharma 
col. Soc. Wakan-Yaku, 3, 235-236, 1986) . 

A^, fc-7^^A^, fetA|&i:5ffiU5ItiSl?t5. 6 ©3"cg$^13u 

fn^fcisffflbxt, J:vi7&«, ww^aii, mmmm. mn&m. $&M4tmm 

uztfTz-znrcmmm. x*x. mm. mm. »m. 

#i?#<5. MXtt. mm A^cosa-y-*- >»TB»i» fc^*;* # / — jptsai 

I#(D3ifSl:il)#&fcOT*t), ft* ft ft 8 -SA^teJIfflA^x^ 

PRbi&Stffcau-#x>#Bft, *^W#<D-A (Bzf) OUE^^MiX (Wen, 
T.-C. et al., Acta Neuropathol. , 91, 15-22, 1996) iZ *5 V* Tffi (A t. © (}£ 

^tbiiiai ( ^- ^ ^ x > >> > ) <D*ftsf\ ffty->-^>, h?v\*x> 

t^^^x^^^. i^>v'5 i x>57>, T^U*x>i?>, €tAff« 
#ffe^©Mj&%©^$J&#T&£>>>ir/1?--f Flgft, MIBbfc35ai©5?>-fe 
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If -f K R b iSlTcLTUiitS E t^T^*. 

y -y--f H R b i©*tta6*x*T-;Hb bty d K 5 y bfc&K&^u, ft 

*%H®BXi^4fext£liti£3ltliij$<Krtt, $?>izy ■if--f h'Rb^foi?^; 

0* b^„ 

il/T*«t5iSO|!HRrta4ttjSfil/T^* («r«¥ 10-365560. 
PCT/IP 9 9 /0 2 5 5 0 , S^-feytf-f HRb i»Btt«|i||Xtttt8n 

tSlJttt. 1 0 - 3 6 5 5 6 0f, PCT/JP 9 9 /0 2 5 5 0 (5? 

>-fe/1*-r HR b id^&SBKiSBJiaxa#MjiifflB&«@ISiJ) T?lBj2!i$nfefeCD«i:|^« 
fcHK*0E##*b< » «fcDA#Wfc«, SISEasoiHJS^***** 1 n g/m 1 K 
T, »*Kttldp g/m 1 UTs iDffSKtilOO fg/mlttTift 

5iggT*fc*„ *»wo^>-feyu-f HJd#Ki*^>-fe y-y-^r HR b 

©gillilcfetl^Itt, AffiMaMJftftJftMas l ~ l 0 0 f g/m 1 ggfc 

b < tt*n&T©»& (fet^ao. on g/m 1 ) Tfc3fca>&2&ma*#sn 
So t-fcto-fe, s>>-fey F***tett5>>-fey u--f k R b 
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mmn-mmmtf o. oi~ioofg / m i%Kui-ioooof g /m 1 

t/t-f h'R b iOi^ISISf^^S^ibS. 

«3fi-r*«fc5lC. 5?>t/t>f FSttdfeEDtttlF 5 , 6 6 3 , 1 6 0tX«WO 
9 9 / 0 7 3 3 8 ^\Z%a®,2*ltcm<Dfcmff a ®.f&® £ £ t> iZfcffiShlZMG-? £ C 
IS ^tlkCD^B^fFS, 6 6 3, 1 6 0 tXB 

WO 9 9 /0 7 3 3 8 tlftM&& 0 %fi^iilTtt«t5 E £ *¥fWl 

&&M(Dib&&mf&®xfcmmmmj£W£ t%\z&£\p&4km&>x\$mmm<n* 

Itfc^y h (#l$53 0 0 g) llv'/'t/t-f FRbiSl Bi&ifeD 1 2-6 Otf 

oooias%, o. 0000111%, o. 00000111%, 0. 000 
0 0 0 1 li%t> L < 0 . 00000001 a*% >-t / U--f H R b 1 
HT*&m9imM&? y h<Dffl1gt.M\zmftTZ> H 0 . IMtftfttfCS 

• BttfttfOH 6*Mw<EJgSn, P8ttillfl:®9«^^ffil«CD 1/2-1 
/ 4 ©Sfc^|/M,/fc. tzfcO. 0 0 0 0 lli%©v'>t;ti' KRbi^tWt 
*tt«^JB5Wttt bPtttt«ODWE*K:fe*»*wb&. t^t, 0. 0 111% 

-fey u--r s*^!j#ic«^>-fey-y--f pRb.ao. 001 m&%£kTJL\zmffi<nmm 

^femftmMhV<lZftmf>\-mM\zm'£r?Z>Z\£i)tii?&L\,^ 
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(jj^ty^'f Fi^iitt^^t/ti' KRbO i8:-§-fi«» #:a*fc o irtf-^-r 

StlB$feD2. 4mg*612mgil»5:tfcft«. f oT*5g^OEi 
fcO©itS#iibTlt A#©«Ag**r#tefeJ;.5jfl«» 0. 0 1mg^Ji> 

KT, 0lb<liO. 1 g£(TT?J65. Sfc, &j£^ffl2t!lt> b < tt»Ift*/Bffl l 
0 fcM3*L*S?>-fe/U--f H«#fctt^>t>'*-f HRb.OifeO. 1 m 
gKT, lijFSKBO. 001ragPiT« J:»3ff$b<aO. OOOlragHT 

>?>-fe/-y--f HRb iO^»Xtt«iag^fflfg#Stt^«^> 

fiAffc-biS^O. lmgKT, f?$KttO. 0 0 1 m g £*T, «fc D & 
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bfc£*^T> *&Wte, v?>-fe/-tJ--f FR b if* i£<Di?>-tS \*mh b < fit 
W»X«-ttlS©**#9: b < ttfi«AT'&»bT&*1lfre«S*© : *K 

fflSJ, »5«* i!SPS#SSl^, j&M. *IB£> Hgi&W. ^ 

&.~f&mm* &^m»m. mm&Mm. &xm. st*. Aiit> waffg 
*&w<D»mftik J *mmMii tut a**, *?*b< «f«ft{;:»«si/s-z? 

V-A, l&JttF«,3!ai«K:»»bfc«t, mnHMRrtftAffiHSBt) b < tt#JKrt»tt 

ttifi!il^«3ic>, tt*©*JW«*K3fc»tt»3i, ?L^Jtt*^J> SB-&#J*> b< ttflt 

tt«**T?SA-r* C t Kick Ofl^T?^*. 77^ Cttttfcft 

KHSaKos^-fe/lf-r HR b,SSAHt> 

U--f H|#l;tt^>t /U-f F R b x* 1 0 0 mg (0. ifiS%) 
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»^u<ttiom g (o. o iaa%) ei > Tx«*ss> iDffji< 
ttimg (o. ooui%) &sTynt5kffi. i f g ( i o - ie mm%) &±tu 

\$&m - mmftmkz&ys&mm-rz t #», y>t;f-f n r b i©$g«©_ti5gs: 

0. 0 0 1Ii%*«^6 0. 0 0 0 0 2 3 C LV>. 

y u--f kr b i***-r*&jt^ffijW'b b< ettw^fflait-to^ttjitoisaiitftfifc 

JS«tett5?>-fe/U--f FRb ,®**©±|R«, 1 Oii%P^T, ff^Kttll 

b < tt«B&l*»»r^fl.JBIfe* • tits c. Ds Jftigbfc&0mi|i&©??£ 

-< H R b .(tPMIOi^^^l; 5 B #J«g|5^fc 101-10 Bfl-JBSfc^TT 
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4t5tto«ao»*tbTtt*$r) ft*ftT$i>iRD<£*®aAiciiiE-r« 

Ct*lTJ*. fl^lttO. 001~10Omg/ml, !f$l<(J0. 01-10 
mg/ml, ±Off*KttO. l~lmg/mlifttlT8#t5CijJ>T! 

*«. i^osicfis, it*, l < a ©&j&*jbjw%> v < teifcmn 

©cri<tt*©*j«, fct*«*»ttaia, asm gnu m^m^v 

EIT. ^SKttO. 0 Ui%EtT, J:0$fSL<«0. 0 0 lti%KTX 
1 0 - ,5 «»%JK±<h&£ i5Ki8Atn«J:w. TctdV. 5>>t/*-f 

$ 1 0 S-'CTIfT'b tfilBfc**1.JBSIt> I, < ttSMffl m fc 45 * 

T » T t> J; Vi o 

sstc, *»9i9 5>>-fe/ tJ-r H*i4»fctt$>>-fe/iM' KRb.cDi^tux© 

FjJft-S-SnfcS^-fe / HRbi©LD50ttl 1 1 0mg/kgT$5^i# 
*ft*nTl>5CT (Kaku T. et al., Arzneim. Forsch/Drug Res., 25, 539-5 
47, 1 975) , ^©^JS^T^-T^t < fcM. 3 0 0 em&<D9y hfc 1 B & D 

i 2~e o m g *!MRrt**««:-*bT&j(ria»©«Hiia. $§;&fctij> xj£©j&ge£ 
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B JSTIS 0 fc*V>Ttt, 5>>iZ/*tM H R b l \Z®&T&±f3:mm®.f&y9-V $> * ii 

mxhti*. tuts ..fomn-mM^ifomtt-RM £ vxmm-r z >>,>-b : ; h r b 

sa^, at, a*mi*w. a a 

torn, t^rKt>n> b*, bb, -ttf^r, ^^^m, astc*, %zmm) 
mua<D^m. wcm> &s©&&»c^ffl^£u-cj&/8T<5££j!>*T?#.5 0 

tt> a*R©Cta:«t&^fifej8^j8»teJK*-r*«t, ttffliOJ^t^-f FRb 
i©^J»^fflS#fci D > n &J&»fcMtt«*©5fc^ • W^*»ffiJt*n* Jli^igf 
£ftfc„ c o c t ft 6*0»f"r* <h. fifflft©5?>t;t< KRb.C^MffiS^ 
tt» NttM (&!£©*») f£/*«, Hffi©%£& • W^fcteSS"*-* c KJ; 0 , m 

w^©ri<, ^>-feyu-<FRbi©&jd^.«a*38«, 

mamm&Mfa. skm^s.mm,, sk^w^mmm. &.mmn>mm. hm<Dmm, 
&%:ffi<DM3&, z&&<DfflB&* mm%kMf&. &monmm. mm&m, »&i*m* 
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h&*£, ^% m m ^ @i . Amu*, cm* ton, l*, bfo, *Hf*»-r. St. jk 

ton, fr<£3.&£te&Jg©fP)&, ft6tfCtlOi*ii«. 

n*. $6fcjp»fc^5, &j£©bto, »Ai»jfeTa»ffl 

/so fcigm, tcstt^s. * 
o&Kr©*ag«iB*««Tu, &n*. *fgi!©{gig^ • 

& (ifflja^E) > «iii»«ic»Hr*Mift« (&jt©^*s, a^mtfe, a* 
ut). K 3 ^ at. &vt. &mtt.m. b*w\ * 

fgBJ^O-A (E*) OfEfflBUfrlf 10-365560, PCT/JP 

99/02550. 5>>-feyU"-f HRb i^6ft:*JK«fiXtt««ftaiS««lSll) fc 

&v>t, laisjEjanwate^siftB c i - xl©^^^^, &&foi&« 
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is* &mm<Dffli&. %&<Dnu. nmomi&. &ufe$jnjfe. nmt&* mnxmm* 
jfa!fft&sfflj&, il%W5<dm®., jkny-mmmfo, mmwfom*<s;*btzBzis<Dnm 

z<d&v\z. ^ > t ; t h 1 H i; > t ; < h r b i a , &jg£*?|j&-r & 
Mijfiasust, Awns, »»Jb*i, b*, i/fc, *«a»-r, at, 

Mit*. Bgltf, ttJMt) £^Efr, b < lift*-*-* t#A £> 

ti*. T&toti, ^>-ty*-f F*H*tettS>>-fe/tJ-f PRb ittSBJS^SI^ffl t 

1E©llttJBIWfflF 10-365560, PCT/J P 9 9 /0 2 5 5 0) 

&J»l&iafc*»** lng/mlKT, £ b < 1 0 p g /m 

1 eAT, iDfflKBlOOfg/ml KTOttK, IB ja#«f£JB tt 6 fc 

;^PRb.t4, jusi*©*^** mm. ±&.nm* tummm. 
i/W?t, *#wwu 5?>-ty*-f hm% b< tt^©«ii«ixtt^n5© 

b T & £ & Jt^ffl ttttJ^^-ffl «L^« ft 3S«T 5 %> © * -5 . 

*^Bj<o^^^fflm^^x«JteM^«iSL^^t Lift teSta, »**%Jsi, 
wi^u-jaa, m^msh. $rs*jn£-u >^mum^n. mmm&ttianm 

*36gim* MfBbfc*I^B^W^Jt^ffiM^^X«^i^^ffim^#)afflV> 
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• afc##&x &tf-e-©sjit©fc©©^>-fe/iM f«*> u < 

eg. ' ftBg^x, ^siifflia 

tout, ajinik, »^bn, u*, ufo, -ttf^-r, &«2t*, nm 

• afc»#fcXtt«Ul:&8s. flitt^tfe, ftr*-*©«jfi©fc*©3?>-fe/-y--f HSR* 

ms. gfc»-r*fc*&©<fcuKi&. mmm. mm-k&. s»»aft«n^ 

efc^&XteMS^i*. fctt^ft* Rtf-t©«jft©fc«>©5>>-fe/ U-f 

vmfcmvi {mm. ^mmm, nnt>n, ±&mm. &m z^m, 

mm. %»r«&ft©ftiKgmft4tN sRfijfcGrsjfl^fc^Hr^i* • 9&##i*x 
liiif*)*, ;&tf*©»ift©&*© ~?>± j Hssti < \$^<Dftmm%>i3zi± 

ttl6 ©*©«/li SSt^ra 

rigi»*«vi&^8fr^s • si5ttxtt»i*s, xtf-*©8ijft©;fc«>©5>>"fey 

Si£S&fifc<fe£/BV>fc J ?l»;?f£ • Bfe#^feX«Mfi^^. Rtf*©M©fc*©S> 

>*>>^i«ifei/< tt*©fttt£*^tt*n&©*©ftjB*«#T.5'fo©T!* 
a. 
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mt Limits t zn&m & n-$m\z. mit^m^mmm^\t^mmm.mmM 

£ bTffiltli ££<75Mft&#S£:l§itetbT^£ (#Bi¥ 1 0 - 3 6 5 5 6 0 , 
PCT/JP 9 9/0 2 5 5 0 > SJ^t/t'f PRbi* & Z> fiiffllgKX ttft&ttl 

na«a;»j) . z\<dz\ tfr&mmT* *mw<Di?>± /•v-'C FMftKizvyt 

t5HSIi, <$m¥-l 0 - 3 6 5 5 6 0f, P CT/ J P 9 9 / 0 2 5 5 0 ($> 

l-i&mmtfft&V <> J: 9 ^^^©i^ia^^jgJ!^ In g/m \\>x 

JfF^b<«10p g/m 1 £4T> J:0»$Uttl00f g/m 1 fi^Ti^ 

zmmx *fg^© v 5 >-ir y f^i h r b 1 *&Wift& 

OgliJ5£ft^I3(S, mepm^WiWBa^^^S^ 1 ~ 1 0 0 f g/m 1 g^fe 

b < te^nuTvmm athxuo. on g/m 1 ) -cfeM^i^i&n 

iBffli®^,?i£i§tS# 0. 01-100 f g/m lfel<tn~ 1 0 0 0 0 fg /m 1 
^tt. Hftsfe. Sil, fr*}>^ Si^S, rSMMISlfliL ^SS!I 

«v?>-t/u--f k r b i<DMmftmmm-tfiWim<D z: £ < mmm\zts.z>£5fcm&y. 
\$mmm^<D¥>*:/V't \ t M&\z\tit> j t;-v-'f hr b iBB^-ssriig-rs&M 

A, y 1M K^>-fc/lM FR b ,te*B#fF 5 , 6 6 
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3 , 16 0 fXBWO 99/07338 ^^IBSS n £: fl& © <fb S i& t t % 

6 6 3, 1 6 0 fKJWO 99/07338 -JfT?i3« S tlfcjg^ «fc D fe^V^igfg 

L-ft«»?T, 4:»n®<fc:ittAliaj$4toX»ttAlStllBJ$«», S It © «E A © * & 

lot, y^t/t-f F«4*teti5?>iz/U-'f HRbifc^&iJU&flsttJft'*** 
ft (5;i^ n-^a >) > 7 r >y t — ^ a >> A>HirU— A, 3-;PFi"J- 

M^, ^BSm, PS. tettBW-A/, 

K^M- Uy^U-A. ^T-hn^^x 'NT-U^ryH, T*S*U-A (* 
■ii/TvZT^-T,) , UV U H7 7 >5*— 3/g >, Ai)^-7r>f->3 

atxs.> ±jtc«iiB. *fii^iOKis ftmm mm m. ftmmm. n&t>n. 

bt», *ar«»-r» k^, an. e*«t*, b*w\ &«i^> \zmv 
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m§L ^Hjaiiasiii, a/isus. oott>n, ^at^a* 

s&, «aso>?>t; u-y H*WKtt5?>-ty h r b .s$*t5tt«®ft 
sear, it&MM <.&&Mfcm&. &nmm) *®mTz><D \ 

Kit), ftf^ftl^^Sof^MljhL, lfeitS«ft|l|t>*fe&5t. 
fci^as^^^Dt-^-ft^fej?^/^ HJHWfctt5>>-ir/'9-f HRb 

^;ptT— U > ^ (Chemical peeling) fc^V^T, & Jgi&|$ © W£. • £ -(Sit 

iOtfttSIOfft. jam, 3fc«*ESSf3. HUy->>^SSl, ift^SiK 

© *& j$4& ic -d v> t «sek£ b tc . 

t^i^icfs, tt*©x«&fc©as»fc#3»jfc0'&i3£-L;fc«» bx 
%&R«j8«Ljft«K a»tt*;P i &>, sti&fRflmfttt. A3ii£s?M/&tK 

^t/t'f HRb i©$RS©±IS£ 0 . 0 0 0 0 2 15 % ^m\ZWt^.T <5 ilitfff 
.£btA. Attftfcfi, Rjglftsgffi, J§ttI?J82^ffi, V*ttJK%iEfc»bT«^* 
®^>-fe/U-< H^j#fc»4 5?>-fe/-S-f H R b i©*DRft39!^*J3&r*ffl&Aiedt 
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P*H*tett3?>-fe / U-f F R b iSSAtStttt. 1 0 0 0 n g/m 

1 #*b< tt 1 On g/m J:e)2?£b<«0. 0 1 f g/m 1 ~ 

1 0 0 p g/m 1 t^Sck 5 fcW»b&±*C, lBSilcnii^t)U< 

n«»ft36«»iBocft<» ®<^i^$n, ^jsc^fbie^ 

mm, Ammm* uzst>n. b^., ib, -*«a*-r, fe^et*, 

> / K SI# K Ki > -fe / -tf--T HRbi* ffi At 5 i * t> » ^>t/^FI 
»fctt?'>t;t'f HRb .©flAMS* iJ-Alg»ft0 1 0 0 0 ngKT, iff 
SKIilflngKT, <£D$?£b<&0. 01 f g~ 1 0 0 p gliCLt, 

^^t, ^ss, ftiexa, ah Misfit, asm. ^t^fcti, b*, 
bt>» as, .m*, ia^> smet«f, B«s»ts*) <D^i», 

{C«>»>-fey U->f h'Rb lO^fiS 0. OOOOOOlfg STTtfTfei V>. 
Ou/mlUT, B?£. y;H^*> b < tt^ U — A #cD>fb 1 0 /i g 

o. ooui%PiT, !ff*Kfio. o o i mm% mm^mm-v^moitms* 

/•tf-f Hi#i;(Ji?>t;*^ KRb i*MXT2> * 38 «W T? fE Jfi b ?t & J» 
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*sst *ai)&f«» &mmm. nvt>ti> l*, u 

to, fill, 4stt, JK^, -fe^tt*, B*W, M^A, &&^) £^ 

«ftasfciAt§-^>tyif^ Fi§i:fi^>tyti' hr b .©fite-jScDg 
o , ^nnctt&jftAm u < rittBtjsm fc*tj * h«»icw; 
5»t/t-f hr b i(Dmmftmmm#t i n g/m i &>t. ffSL<iiio Pg / 

m 1E(T, iDif$Kttl0 0fg/ml KTKl S «k 5 Kl 7 1J--f 

s^^s, ftiffitiHI»L o^toti, £^Efc. & 

«a&?-S£/IA»aiJ-#=>#liK S*flJA«fx**t>L<ttSS/SA*&\ 

»izv<\to. o o, i mm%*m<Dmm-?mmm<Dmm*fti$.v, &mm\zv> 

■fey +h-f PW»tett5? >tyt-f HR b .Xlilffl AH&li-tf- mfflAH 
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j», m.^wfc ; 1996 mm. mm. nmmmm. mm. 

imHmmw. «e«, «p«, a 7 

ff*. S-frfe, fc^tf, (bu>$) , M& (L»S) PliSffi 

fc, njgttjKoa*, M«« b < tt^afc«k*^A^tt«3Ct 

pttj**r«iE. attttKttm. s©««, pe^mm* §©8fcm, 

*©»«, w&i&mmm. mmft. mil mm* ;n*nrt*, *attnrt#, 
«7>it>pf*g^, n^ftp^^, ni*aft« ^p/t^*— * 

Ptt* >5>^|fe, ttKftlft, ttKtf Iftjftit*, R i g a — F e 



WO 01/92289 



PCT/JP00/055S4 



PCT/JPOO/0 4 1 0 2 (ggffl A«f*» &ft«JRifllJK3:fctt#ftiHllJftfta[ 
b,l6u/0~6Otf g/B <D/B»T#S 3 0 0 gUftcDflgjgg^ y b IZ&B. 

i>>t;t-n«Rb .*>sat3Ufcffl»-c^ji)iirt^#-r^<h, animate* (Bant: 
mmw (fti6 o k g ttejfe) <D#Mi*i^tf>Mjiiig^ fmr4mf 

*frfctt3?k h*Di?>t/it^ FRbi) 0 Ttf-tfTS t IB* 

feDl. 2mgA^12mgtU^tl:S5. U o T*5! W CD Eggim/fc^ * k 

hAjfrgiaxttttttasftKB^Hr, i b o ©<£# 

fi^fitLTtt. *#OfiA36^««fc'fe«k*J&«, 0. OOlmgPjL $?S;b 
<ttO. lmg^l, iOifSKIJlmgK±> $^:lf$Kttl OmgEt 

tt*i*»*^t*ct)J»5, hhTB, JIctj^S© l 0 ^-co 1 £ATT?t>3fe^^im 
lBJfefcH g^T, Jf$l<ao. 1 gKTT*5. *fc, 

»%> b < ttttKftftm i o g * msn*s»ty tM p«»*4M*fctts>fc 

Pa^>t; FRb iCOS.'fc 1 0 0 m g $KT, £f £ b < \t 1 mgJ^T> i5if 
£L<ftO. OOlmg&T* £ £ b < « 0 . OOOOlmgKTt^S 
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U;b<K£0. 0 0 1mg£tT> $6l:Jf$b<B0. 0 0 0 0 lmgKTi^x 

O^mf-Pli-r^ Z ^^tiO. 001~100mg /m 1 , ffSK 

teO. 0 1 ~ 1 Omg/m 1, cfcD£?£b<teO. 1 ~ lmg/m 1 ISClT 

-f HRb i*5Ftfffl-r*i#tt, Midi© crt *LSI 
ttSSb ttVSftU b < «I**tt**a*K:, v 5 >-fe/U--T F*K*#1* 

ttt^t Hn>>>-fe/it'f h*Rbi§lli%^T, Sf*b<«0. Olti%£l 
T, J;D*?£b<&0. 0 0 0 1 ii%KTXtt*i$ 6 fc# * b < tt 0 . 0 0 
0 0 0 lli%KT> 1 0-"lI%&l±tftl. J;5KIAtn«J;Vi. fcfcb, 

-f HR b i«)»aECDJ:IStt, 10ii%HTT*5. 5>>t;t-f F««§#»C 

ra^t Hny>-t;^ HRb ifrzu&fcffiftmMte. &.mmm \zm*&-z%2>i& 
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^si^'»#^ttv j tFDj?>t;it-f HRb lommz o . 001 m.m.% c i o - 
*mm%) i o - is mm%&>±izmmrz> asuw. &£b, e?>ir 

**£*>«>Tfi*Bfcfc>;fcr>TttJ§T*i:*W:. l 0 £ TTW 

r b i&e>fe*g.timmm> mmx-mm* mmmhv< \titus,\^. m&mmhv 
< \$&mmm\z&tt2>zs>±;-v-'( h mm m#-¥t Fns>>-fe/u-r hr 

b .© HUBS 1 0 0 n g/m 1 £kT . ifSUIJl Opg/ml ^T, «fc 

D!fSKfil00fg/ml «T *®t?*ntf, J£[El&j£'k b < tt 

^>t/*< H C 5? t HD-^>t;f-f HRb.lt i> > -fe y It -f H 

«^*tr*5^T^0m^oa^, mm. nmhv<\txmiz^^mm%v<\t& 

B v'^-fey H*K*#4$fctt$?fc \*Uz?>±J -tt-f h'Rb i CO |MJ ^ flJR F*3 ftA 
■feyU--f PR b i*^«fflfi^<»fcJBAbfc©-6K: 1 WfMt»«CDKfMfe^kJ-T, 

^ow«i> bumm. *«u n*> 9K«. nmumm. $mmmm, m 

mm. *m&&m0k, mm&Bim&. r Mf-tt&jt*. 

a&se, ?£M> fijn£tt&jt is, ytmm&m. mte&m&m 

^Srtf* fttt*, ^7LttflF*» 'stft«fie» 7so-f h-->7, m^vg^* «^-f 
;i^ttv>«, gifett&sja, &j9#s&, ^jt*^sisi[i?aiE> mm. & 

m • pis^>v j ^^, Htm. m^. tra-i mm&m&. iti, u 

win, s«e, #?it44es£, mm. M-m. gk&m. \z$zs. m 

3tE& (bu>*) , Mife (b«a>3) ni&ite HUSKS, oft#, nffl&Jt 
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nU-«a« (IVH) auWcD^fc^^-fe/tl-f F»tt*#4*tett5?fc Kni^ir 
/D-f HR b i*«inb;fc±TRI<fc'frtt* 1 B £k±(DMm\Zt>rz^>X^m^n^ 

< »ttnt^^^i%iiB«SA»f tci^sigift ( i b i~io nieft) missi 
£tm, *§?m, tern.. Htm*, ^^#iss, 

m. missLAMk. m&m* m. mm. Mm. ft#mm. n-amm. mmm. &m> 

fp«»& 6 tffcjff*jfaMi*«©if • tcus^ta mmfMMi • # 

um) ^co+is#Ms^ • nmm. wmviVkomk - mrnrn ■ itm. a 
&mMmm?zm<DW®.i®m3i • nmm. m • m • w^^moini&s^ • n«2g, 
*£*i#st©s£ • SBiii®, ^MtfSA,, ajgtam, m©m#& 

^.k^^sra^i*. mm. mit&mma^to* mm, mm. nm^m (#§ 

W*>K«rt»^«, KJB*f*^«, JBjfcfl.**^*, MMAm^ffi. 

mmmm^m. mm^m. mmmn-n^m. tta-ntt*»^«, 

mm^rn. mnmftm^mm &\zmM^mm*&wftm&m% • 

• nmm&iz'b v>>-fe/iM Fmmmitfaizizitt k a -y--< hr b i<db 

Tfe^i^n^. fci?3/^> mmv>mm*n-m\zix\XT. z mm > mm <d 
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^^^^#lctt^t Vui?>±;*)-^ HRb,lifflft»4 • 

; mm. Bsfiiw, wauiE*, ; i 9 9 5 ; ^B<ommi%& ; mimm. 

gr'nm.mm. mwsM. m.^mm ■, 2 0 0 o tzKn-znitt^Tomm+mtti 

*S6*i-r*lffll6©7'# F-->XtL<a7* h US JBSJAI it "T* £ £ 
*>T*S. tot, 5? >±/V( F«l§ilU*4*fcKJts>fc KDS?>t; U-f H R b 

V>T»*P CT/JPOO/0 4 1 0 2 fc|B« * V» * . $ & ; , .$> fc HDJ?> 

^t^PCT/J P00/041 02 fc*SV>T36WSnTV**. 

• isttft®^ tHni?>t/t<h'Rb i<D&.mftm®-$\z£ 0 , 
• <gj6*cD^fc KD^>t/^ hr b >(D&mftmn-$}$. mnm (&m<DX 
ataQ jfiv^sgfc*TS^ • mmm - mm. - Mtb*?,tf as. 

H R b i fit 58*6 • W^ffiStfflfc L< ttW^Jtff^Rf»t bT*>W«^fttiJBtetl*. 
A,, v>>-fc/-tf--f F««t*flel$te5>fc h'n^>t/^ K R b itt56^ • W 
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7-=ygg*£) t^jfiUTfeiV). P3$K%£, BttMJJi^^, i*® 

jscDggstfj ic«<f>Ti£. &jd^a«fc»*i/TVifc*«i*ii«^jflLfr«>* 

m-rztc® <Dmmuf8.®ii LThmm*sm~?$>z>. -rfrfrti. « 5 * 

mm. wmm&wm&m. mmnm^itm. mmwmmm. ^mmm. mnnm 
mm. HL&mnmmm. wmnm. nmm. nmm^mm. *mnm 

mmm>#&\z\t?\i HD>?>t/^ fr b ii*&.mmm&&&&£?&&m (± 
mm&m&m. mmm. ^mmmmmm. mm&M&ihW0k. eittiii^i, 
jfiitt&&iKft. it is, mmm&mmm. mmm&wm. mmf^m 

mmmmm. i^r j-m> w ^mmm. nm. mm. mnwa*, 

ft, XfttfeftttSr. ^Mte$J#Jfr^) • 3»t6**T*S:bttS. . 

£A.kSB*£Lfc, 5>>-te/tM HSi«i&##fcs?fc Fo~;>t;t-f h'Rb i©36*» 

86, %£0>tir£-&flL *&©*L9(, STIi®> iff, MIS, &mm, ffm, & 

m,m. %nm<DH£. • nmm&femtzt^smmiz. mown ti* 
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b<dm&. ifmofflfo. &%me>mi&, &n<om&* mm^mu, m±BLMs&. 
&®v>&Mti&. mmm&* mmmm. mm^m. «Bnanas«^©ff* • mmm* 

Kni?>t;t-f i«Rb ttt&j*tti***jfc^**s*afiaft^*©#i&*#(&i5 
* • s&^£figii-r<E> t#A. ens. in»te#3ifejt©»!Sfc 

ui^bn>iL*, b^, an, 6$st*, si 

a^og, &^ aMJRfii** amsi*. nnt>n. &mx.2.* 
^^s^b^v^fci?)^, 4C5ttien§. attw-v feasts*, p*, 

wtkvz t%z ens. #sgnj©i£iiK ■fiffltoi?tHDi?>t;t-tPRb 
itt, i?>-fe/ij-'f h r b l tfflu\z&m®.m*Mi&-rz>'t'<T<DmM j $>*:<Dftw 

Wt>ft. bb, *H*t, 31. .Sat, &f$§i£3£, B#§W\ B£ 



WO 01/922S9 PCT/JPOO/05554 

nmm) &^b&, mm hi><\z&wtzz. ta*-c#<5. sac. s>bFn 

s^t;^ PRbittj;^/^ FRb,tpj«i:, Hasans, ^&*Mb«HlfB 

fl&^>^BBfe. ^&©fflB&, ffsiro^ife, mm#m$&. mmm. mm&mm, jfowft 
it, t>tKfeti> bt>, jk^, eg. -&^it«r> b»w-» 

>-fe/*-f K«Rl#«ctte?t Hni?>ty^ PRb >tt«llllBttKfls/&£ttLitt 

Jim® fcfefr Si® i o 0 n g/m 1 IPIL<ili 

0 p g/m 1 fi^T, <J;t)if?£L-<tel00f g/m 1 PJTfflifi;, i^JIg^m-m 

{mm. mutton, rmfetu nmm 

^ , ^7-^*^7, * U->S?>^* <J-A, &®:7*-A, 
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US^, SfcBg*l£, ifeMSK, ftRgm, P«E, <t*£5ttA,> "5*H>SK, V^>^-, 
U>*, A»*HU 'J'^fU-A, ^\ 7 — ^7— U^y 

H, T±4^U— A (*-T £ 7 y — , UVU^y F77>r-'>3>, /I 
ry$r~y y>^--> 3 >^) tifSXLtfffll, &0^R)f Kfctf* v>>>fe/ 

iS, AJtffllfeiHfie, ±&MIB. *>tffc>n, 

uto. -etf^-r, Btt^, mm, &mt£m* amn, n±^A, mm 

m lztt\sX&Wt&> Jnft^^flsfc^^&jtoK (-r 
flrlcttS? t H d >•£,/•+>• -f HR b ift*6»«ftltftK8AlT*)in:tfc 

SfflT, AR«IJ&MM*^«««B^©££*#iBfe4eii-rs c <h «fc 0 . & 
J»©<fefll^*»So#**|ijhb, &.m\z£f£Um^ § fefe 6Tc £6fc, MS?© 
•^>tyf-f P fctt$>fc Ha^>iryU--f HR b i 5 # ;P tf - 'J > 

^ (Chemical peeling) tC&ViT, gIM©S4 • * flSJfT S fc * © 3i& 

wtbi. frs.*)is\£-v>tf(D±mm («tr, m> T&js^nsiammx 
si^o h vy ~sy%n> mmm. m&n* ta^^fciBArsctK 

-f HR b 
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#te«^t poi>^;t-f kr b i**««FteJ|taT. fe b < wnft©*$&jfc#£ 

KD?>t/*-f h*Rbi©JBlg <?ftfc£tt4fe&tt<Z)*lll&ft?l*Sft) tti o 0 n 
8/mlHT, ffSKIJl Opg/mlttT, J:5ffSL<lil 0 0 f g/m 

i &Tfcw»*rs n b^. *§sw<Di?>-k ; v-i \*mnmfr¥nzs?\i h* 

ni?>t;it'f FRb.ttO. 0 0 0 1 ~0. 0 1 f g/m 1 IftCiHtTfe* 
#K:*»***ai»©»* • • fifeft • • &!k • #f*t> b< tefS$g|£<!E 
iib> HPm, 6 kJ>SjS#% • *t%<D«# • Wfife • • 

HRb.Stt«©H*K», $*JHKJB|sK ttttllBlsh «<*JE», t&^ttJBfl- 

he**, i^ft-fbfijo, ^a-fbfife, ^rtR'TbfiSs. nk • pk • pmm, w & la & m m , 

$&J)E^) (iSiPXfJilAtsttfe, a-astta©** ill 

%&T> 1 0 - 80 %Ei.±fc^^-r^ c iiffiB S b v». HBtt«2n<to £ bTco>?>-tr/ 

>-fe/-y--r h r b i<z> mi*. (&jfm®) 

F«w*#*frtei±5?t Kn5>>t < /»-f FRb i»*, rnmomm • wsfe • & 
• $t« • wj&, is^(fe^« • wsfe, • Wfife, 

T?mA-?z c b, #a-e*i%ia«0^« • • £t£ • • fi£S • 
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FR b (&|fc&$L □ fl^Bliiai^) ©*ft £»T*t^iia£§&<Z)?gm 

i^-f HRbi^ri&si>i - |*-5> J >-fe/1f-r F l§i 81 & # & 6 *$> * £ • » 

&Hf£, ¥ t «ftSi, Vi-*, 7±=f, ^JfcM^oD 

>-feyu--f F!B«S##4*fc»45>k Ka>?>ir J^A H R 

WrfcS^t HD^>ty»'f h*R b *©i»JB««ftsffl*fl-LT, 'j&JIJH, 

-h\ ftftmi$Ln>®n* mmnm. s^sc r^t>-5, * 

* d§ ©fimKAitt s «a^tR^ 6 a m zmm? & tt & \z &m © & © t & 

mm- • &BAiEiim/£tt*&4K?s. ft»®siffti b< \zxm*i?fc?m 

-a, 7Mf-tt&^, 3 -a tt&m. a:^^, 

m&i£&m&* &&7kmm. m&&m&mm. (->*>n— ?m) , 
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8E, ^PJS, ?f*g, mi£&. (bt$>S) . SSjg 

mffl^> *AJH*#*tf 5*1.*. 5?>-tyU--f HJH4*fcja>?>-fe/U-< H 
R b .©^*i*:tfrf3&0^&©^|fc • MB • SJtffi^H^ • fffcSg-Og 

-f Hiil;li^>-k/f-f H R b i£»lltA&-* h b < «&j(f»Bf«4- fe «k Vi. 

\zm,mm<Dv>-iz h hr b i^^bi^-^t* c t 
%s»TfffiitA6ti5. p is asm ©jam, >£<k, mm. mm. n-®hi,<\z 

#«tu^ aft&ttnfejtft* pm, mm&77*. umnry^. ph, 
pEStii> oKiteii^i, $©s**, PBttiBJiAa, 

pjgttiKsn©, mm, #*-;ng-nfcjfe, ^5S&pi*i^ 

nmtJ >zsym, BfSf, R I'ga-Fedel, v-o:-^ 

is>&&mmtfi$>vf £n&#, ;in6(D^m j ^^^T^T^^>-fe/ij-'i' h^# 

HR b ^^SOiJ^tyK H!R4$K:tt5>fc H p S> >-fe / HRb.iHtt 
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lommftm*. a&tamh b< iz&fimm&J*\$m®. nm*. mimh b < 
a. torn, b < tekmom&tmuKLs mun& - nmmfemftm. mm 

£*l*«MiDfftt4fl*0|Bltt(B3l, ^-&^F±:l»ih, « -fts tt » * 3P5 SB © ^ B& , ft 

. # • hip • ffi • • » • £Wttgffg^?i? mumm^ffi) \z 

45U5Si,MfflSt • IS#iSg{£Ji, IFF • * - ft ■ m - B • • 
SfcA&^-, ft»r!ft-5» if ES#<*>a*'fr3»£#*. 6*1*. 01*. 

b^tttsifflAi, m^A^x^x, ifflAH©ttJi;- >^®^et^K:^ 

£<Z)?Lgl. feTIll, 5te88@*Ji, s&fi, MJSb ^¥LSb ffft, jg-& 

m> mm, mmm* -m^nm. faw&m^fr\zft-o®wmiziS:^vtm\z&-zn§E: 

y>t/to*Rbj^ <fi®M¥±&) . mmuom 
£ • nmfg^-DEit-rs tv^ dtKi, i>>t;t^ p r b iHfisuzgtmn&tx e>t 
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i©s6«!D5M • (tctztt. iffbl wm. m-m. mstmrn. m. mm, 
mmnm. mm^. mm. mmm. wm®m) on± ■ mmm 

ommtk • nmm. tur^fitcs* • mm^ • &». &mmm -mm-mm-* 
monk* mm. nmm®&<Dm£. • nmm* ^mit • nit, 

&J£*1-#^fl5, &&*f.&g*||S, M$i}A*4#flf, ii!If$f?f,, 

««3fia!-^**s*r3aTf»« t$n«. #fc#»«^fifK:iaw-*i>>-fe/i*--f Hit 
»tett5?>-fe /u--r HRb »©ii^£iifrjLa&*tt*«>T*#n ttAens. %> 

• ®Mm<DV>±S-y-<1 \ t mW\Z\ii^>±y V-i HRb iCD^fllR^ 

I. < tt.8zfimmi9L*\z£.v) , «&^fimtt«i^a)fB% • t^isns. 

6 fc, flSfflfi • >-fey -U-^f H«»fctti?>-fc < /* 

fcteitf* uttiD, t©«#ite|ft«|fc J: D jen«Jfi|c*Tia« • 
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sfcn§. j:D*#wice» *j>m.j k us? y -y--f pr b i©#m 
s**6*<nt-r*fc*©Bs*ftrit*i:bTfe5pijfflRrii-c , «*. -rut>-bs mm.m 

m^^«#fb^, ttttM* SigBfl-lg, #*§^#S, ftSM-SIJiU 

•fey-iJ-f FR b i©IMIftp3»-£, iEa^fel<tti«f^S4^ 

Km. OLit&mmfo, mmmmmmm. mmm&mm. mm+t>wiimmmm* 

UfS—ffi. H/-fi*», <bttttft. Hit, Ikfeg, JfF • « 

• 'b*JbM#E*#, BtJk.ei*&e) ilbns. 

0 - 3 6 5 5 6 O^&^tffcP CT/JP 9 9/ 0 2 5 5 

M\z$$\-fz>Mti&tt&fflffl-rz> z th*?>± y FM#lc^ >-fc/*-f h'Rbi® 

ttt^IffiA^, ^fflA^x^x, *fflA*f©aiJ-3K = >»HSc6l/fc^>-fe 
t - 102 - 
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fi©#I¥l 0 - 3 6 5 5 6 0, PCT/JP 9 9/0 2 5 5 0 

M***, tt&tfK&ttJBMtt • MMXIiMM (JFFH, MU KM* Mr, 

MM. #, Wfis, M % il§Kt*, AM. &M, jh«, • &m 

• m&izhmm tmx e»ns. set, ign&jg^igfc&viT, ^>t;t-f h 

£ us/ tf x> h fcisaso rt < ff jfcTg^-r* n t \z «t d , i^ififfliiisi • 
a»xtt«eje©ii^ • ifsiasfcu < »4«r**«gj(i-rs ^ t«»T€?*. set;:, 

• ft« • • ntk • nmm • tans, coiifc^t/*^ 

P*^l:i?>t/1}-'f PRbi»S4E* (tissue engineering) fc»V>TM«- 
3£#fr*fflflg#m^fflfc S# KMM??£fe4eiifeffi*W?-*5>>-fe./tfif 

>-ty u-r hr b i it, (tig, ¥«m. Ti-im) omm^m 

mw<Dnmtzbmm-r?&z>z.ti l tMmi'tz. z.<Dm-&. ~?>±svc hmwk$? 

t&mmm. *>#t>n, s&^iu ft«i^> o^m. t&n, ^g®rc«oeii£ 

M£J A^coffl-y-tfx >£-@i& 6 tffci? >-fey HJIII*#Wfcfts?t Fa 
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8k £ siim tugs, Antani. vztfrn. 

Lfr, -tWf^-T, Si, fiMtitsBN BjftJt, tifcfc 

ttti'>t;t'f HR b i©#JRrt j*fl.JBfc# • "S Jig J&^iq 

^KSBjafdsi, ^nfijits o>«t>n» u*. ut>, ate. .m*. m^. 

(Chemical peeling) « ft Jff«Lfll ©f|4 • ff#$^ * <Sii $ -£ 5 «& 05 ffififcfe t 
»Hfi9:#, «Br2fe;flr, J9»fiRli*«^rffi2:arn-6. V>± /V-f 

m&i&mmT'mft-zgzm. d ^m^^^^j t bT©*£ &r*jBsi*»»3s«»»r 
jfurfa*, MPis#, ^t©#, «&ift-^*ffiatcDe»*«»»i7? 
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cD*«nft*nntt, i?>t;ij--f / -y--r k r b .©»***»!*$£ 

n5Str^©^^te^UT, *©gtttt»***ttifc©#«cT!fc#-r* 1 1 %>T€r 

£<»fc*fl^fls-&#£©#*#&flstf «^^i!i$ltT&Sc©^-^Sl^* 

• ?i**ffija^ffl%)b< tti!«»*fii3if^ffl*^bT, &*©&&, 
n«*> b < tt^aiciSSIofife • teste • ilfc*ttTl$±*o-r&^ill 

HRbifeb< tt-t©«»S**U- FflS^lfci: Lttfflt^ C t 

£-<*r»fcW5e*ns%>©i»f*sn*. se>fc> c©c t*K#w-sfc«>te* 

JSWett-rTte^-te/IM P R bifty-PlkfUfctlTttft* c tic J: D ft* 

ittit), «»» : P©*ll&^«|-r*3Kafl3*%©-&i35 , b^I 
- 105 - 



WO 01/92289 



PCT/JP00/05554 



tjd a* f c # 3 & m + ft jk cd m i t \t ± t l x & jff ite &t e #s & r » is © a* 4> 
atftn, b*-> *«*t, an, *w\ &mtt,m> b«w-, 

^cOi£^<SrM-r^. 5>>-feyU--f FR b i\t&&W.mom&9\-mm&1fi 1 n g/rn 
1 £*T. ffSKIilOp g/m J;D»Sb<IJl00 fg/m 1 «T 

xnm. *)i5-)imm, %®.<dmi&. mm&vmm. ftm 

mmm. mmm.(Dmm. ^L^momm. mmwmm. &mt&. mmmmm.. mm 

mm^^^>!br^^^ : ^^m<Dmmt:^m-r^hm^.^n^<D-v (#g?i 0-3 

65560, PCT/JP 9 9 / 0 2 5 5 0 . z? > -fe 7 tf-f H R b i ^ & & 5 JM 
— ^3>) , ?L?l£ (S;P#n — ~>a>) , -^©fdicDD-v- 3 17)1-^ 

hn-f« coifs*, *3b^Vi, □ Af&SL to!&£:&ttA,, "5aH>S*» 

J*) „ UV0 + 'yF7r>r->a>, nVff— 7 7 >5 ; -->a >*Kl5?>-fe / 
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ttfcO'fcttfi, fetiHUHOUVU^y ^r>r-ya > fc 3? >-fe J 
KM 4* -fey U-^f H R b^iAtii^B^ 1 0 0 0 n g/m 

1 J^T, $?3;U< 1 On g/m 1 «kD$f£b<«0. 0 1 f g/m 1 ~ 

i o o P g/m i £uz>£5\zmmvt£±-e, mB&m)z^mm^k> u < 

^*»is*««na©c:i < . «<fft#2?ti, ^iotftg« (&^<o^$s, mm%k 

tffotu nm. o*, ib, an. ^w, jh%, ft* a:** 

b <D&m. mn^®% l < \tm^^m\z^^ 0 mtt, mm. 

L < V—AVtvUtm&ftiijUZ, ii«(Z)T«^ U-A^»^--f h^U-AfcS? 

-fey U--f H R b i<D*gA*££7 U— AlgftfcDIOOOn gfi*T, iff- 
*KlilOn g £A~F\ £t)$?£L<teO. 01 fg-lOOp gfgtbT, 

bto, a§t, &w\ &mtzm. st^i, asi**^) o^k?, 

tetto^Bfr* &«©B«T±1E©fcttftfcfflAT*IK©i*A©±|R«:, 
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00000111% ao^°mm%) © v>>-fe/iM h r b i*i>\.m&i§--rftit3E 

^■cDigfi?teo .001 fifi L < « 0 . 00001 li%KT, ek 

K>ifr£.L < \Z 0 . 0 0 0 0 0 0 lll%aTI:T^f■2.it?5^^^$lV^, fe-fe^/u, 

<gigE©y>t;t-f H^i:^>-ty*'f FRb.iitiM. 

MIR. «R«K*HTttt©A»S(KiijBAt« C t K J; D . & « © ;g 4fc « 
dcoi^fc, &Wkm<Dz?>tS-V"1 Keltic liS»-fe/*-f KRb iSMtS 

AXIAMK. AJINM, *>tf*?tx, ut>> ax, jk^. 

&*£t*, nmw. itmm) ^^<u^ mom it mm mm, wmm 
m, ±jK«i. ^r^^n, s^te, ii^KMits^ 

/tf-f HS#fci>>t>'t'f KRb ^cniTftSSn&^HftttfilUft 
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fcteJBT*S'fbtta»j£ttte , 3V>Ttt#BI4*B'F 5, 6 6 3 , 1 6 0ft5yCWO 
9 9 / 0 7 3 3 8 Kf3$t£nTV>5. tztzV. £ n 6 <D v> > -fe / 1M K Igift Kl v> 
>iry H R b , £ t te«JHT?# *fctt A«LriS4fe©«Afe, *H#fF5, 6 6 
3, 1 6 0^:&^l;WO 9 9/ 0 7 3 3 8 fc:BBm$ tilt h <D <fc D s bte<-r>5^i: 

J**©»5fRl*8T»fcH38TS»'frfc%>, * © + / U-f KSH*fctt5>>-fe 

(chemical peeling) fc & V> T Bt SSmU <DH!k • Wffim S^ifT % IK t> , fi!B© 
rfc < {£$IK ( 0 . 0 0 Ui%*l!>U<ttKT. »Sb<ttO. 0 0 0 0 1 
1I%KT. £ t) SF£ b < 0 . 0 0 0 0 0 0 0 1 1I%KT, 1 o- !0 ii%^ 
Jh) ©i>>-fe/*^ Fgi#K:«^>-tr y *-f HRbi*ir5*JHi-iJ >:?3!ltf>f 

<D&M<D4b%t&m.i&®i&. «»*©5?>"fey -s--f h'itctt^^ty^-r FRb 

y > t ; ti 1 Fit t >-fe / t^f K R b at, g£$J©§gs£ • W^SI^ 
£f £b< te*g}gS (0. 0 0 lli%*itfc»KT, l?Sb<ttO. 0 0 0 0 

immxskT, iD»ti<tto. oooooooim%^ io- >, n% 
3c«s4&©»itti*&» mjBA^> i«Aix+x> mm A&m.-v*#->ftmm 

<i b*M#fc«i?>-b/it'r HRb. cT£ 
i&lcfUffiT^S. fefcb, ±iE©'fb$i:n n D ^f§^S!l • W^SO • B^Bfr^KrSlteiB 
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iDJf*l/|tll00f g/m 1 SKTlZteZ J; 5 fc, te^pS • mmM (A 
b i<D?gg£, 10m g/m 1 E*T, ffSUIJHOn g/m 1 £AT> iDff* 

u<Bifg~iooopg/mi mmizmm-r z z\ J^ffis* 

«tlc*tts 5?>*/*-f F«IWfcH:5>>-feyU-f H R b i©»«© 10m 
g/m 1 EHT> 0£b < M: 1 0 0 it g/m 1 £A"FT'&£. 5»>-fe/*-f HIHWfc 
tt^>t;t^ HRb >^6ft:SS)«i0fji»5S'J©i«tbTa. ^>t/*^ H 
Rbife»»ft84JB«atLTttflit4i:tiHttfc» £S&i£7j<. j^g*. U 

>mm.w®.. zfwm®.* u#y-A» BWA5W*e*ofc©*«»jRT**. *> 

Igmtf 1 n g/m 1 KT> b<fil0p g/m 1 £*T, ±OI?St<ttl 0 
0 f g/m 1 £ATKi&-i> £ 5 eif tli^J'v©^>t /t-f fits* >ir / 

HRb 1 <DigAa*l^^'r5^^^fe5. 

\Z^>±./^r-f \*mW\Z\±5?>l*; tf-f FR b i*«ALT«fflT**««> D 
0 0 g^Kttl 0 Omlfefef), lOOmg (0. Hi 
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%) rtxs*«, $ff£u<teiomg (o. 01 mm%) uTxit^m. «fc d 

ISKIilmg (0. 001 11%) KTXIi*i. 1 f g (10 - H li%) 
ffi«©fcfcte&*^Jfl»fc»A-rsR©M©±Rtt. fci-t.l 0 2fi%£J.T, 

HRb !©■&#*«*< s-efes^Tfeo, jam fcssw-ss* 

•f l**©l^^**£*»«fcUT*Jl*l^©5>>-fe>''i*-f KM©AX*£M>E 
£T> PCT/JPOO/0 4 1 0 2 CSSSnfc^t < E A*S©tt 

d> >&w&* e?>-fey'U--f fr b itHwicAjtaiai©??^ • s«mic 

»l/Tt>8l* • ^fl^^Jf-T -5 H t £j$^fc tt. #^9i#© — A (Rtf) tt, v 5 
>t/HFRb, (60/ig/B) OfHRrt 0 ©ftt»fi7 y 

h (*i»3 0 0 g) ZBti^VftZ il> "3«nfc3»* • ^ftESr^T d <h*-TT? 
IC^tiJLTVi^ 1 - 2 4 3 3 7 8 , PCT/J P 9 9 / 0 6 8 0 4, 

5>>-tyiM h r b ij6> % ft & m ■ nmm®mMfct>zfi\z-wi&mm-%.&. 

>#K ( 8 7 0 /i/a) ©»«**#**«!-*#» i^t/^HRbi ( 6 0 jx g/ 
B) ©IMRftttlBS-S' iRH*lC, *&tDO#«ai5y f> TO3 0 0 g) 
SiSSti* b£>& t V>5 £ £ fc-TTfc JitBLT V>3 (PCT/J P 0 0 /0 4 1 0 

(8 7 0 /i/B) ©#Krt i?>-fey HR b , (60jig/ 

0*3^^14. 5 «s«*t>au-^=>»p*»«ns;-^"rtiH:, ©an us 

#n«fc*viT*3as:au-#=>^H©«aE*«an*T#s £ t**brvis. t3& 

*K:*5B§a#© — A (IK*) tt, s?>-tey -fr-f H R b fcimsttJft* 
?£iB&# 1 n g/m 1 6*T> U <»10p g/m 1 £*T, J:D»4Kttl 
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0 0 f g/m 1 PiTt^SSHtM • %lM&&n-r2> 0-3 6 

5 5 6 0 , PCT/JP 9 9/0 2 5 5 0 ( v> >-fe J H R b id> 6 ft Sflgifflfl& 
X«WiSiffli!a«^?tlI) tfeHTK&*M:LTV>5. tEoT, M S CO S +>- > 
#Wtt, m^m^^fe^^iifflJian^^^^, 14. 5ng/mlKT> jif S l< 
Bl4 5p g/m 1 £*T, ±D0S1/<I1 1 450 f g/m 1 £*TC9^gT@ft 

vmmnmmmtf i-ioof g/m i a*** v^i-tnetT attzito . o 

lfg/ml) tt>3te»a:M^#&n5«)T, 8LU-#= 6 fc* EHift 

Jfctt't'fiaitt, iSEta©i8S^t)gg^l 4. 5~ 1 4 5 0'f g/ml*fttt 

t2!5T, i»t/t-f HRbt (60jig/B) ©SMIR #H¥ 

1 0 - 3 6 5 5 6 0 , PCT/JP 9 9 / 0 2 5 5 0 ( 5? >-fe / -tf-f H R b i ft 6 
&&JBtlIl&:&tttt&f0llieft83l) »c*^T*J8W#o-A <R + ) KJ:D»5^ 

«rs6©#iia*^y h*ffl^fc**je*36>6, atr^ n>#in ( 8 7 0 ^ 

g/B) <D&Mfiit$%l& J *&. *Jy-\LJ*ar4 h*R b x (60/ig/B) (D^lijRrt^ 

(87Otfg/0) © » «rt ** I* Si , 5> 
>t/^h*Rbi (60/tg/B) ©t£Ml*l&lii&-£ tlH#lc, Mto&BBi^* • 

J; 0 10-365560, PCT/JP 9 9 / 0 2 5 5 0, 5?>-fe / * 

■f FRb i &zf£zmmMy.\zwmmi&&mw) , m-y-^->5j-® 8 7 u g/a© 
»*^»atft#fe«nfciatta • sa^* mmm&zmmtz tmx. ens. 

toft, *JIA>cftt# = >»Itt#i|Sl3 0 0 g(07» hfc*WT, lB&fc 
D8 7/ig^S 8 7 0 /i gO«HlRrt#SttJft#fc i D, ttnfclBflllJ&Xtt#»ttJI& 
«Ifffl§^ttf^.S. t?TlBifefe0 2. 9mg/kg*&0, 29mg 
/kg ©fiU-#- ^^M^^M^^^F^lS^-r^ C fcfcJ; 0 , tt ft ft: SB 10 IB ft « 
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i$©i®2^0H^2 0 1 illl:t««5*»*5t#*6n4. Tfrt>1=>. 

5*llB*fc0 1 4 5 0 /tg/kgKT, 14. 5 g / k g U ± £1RJ£T & C 

*fc, ^gS^l 0-365560. P CT/ J P 9 9 /0 2 5 5 0 (i?>iry 
1^ FR b ,*>&fr*MI&Xtt#«»lia#*S!l) fc*5V>T, #fg9§^tf)-A (Be 
«tO ttyVt/^-fHRb! (6On/0) ©»IRrtJ*tttft-^K: J: D » HfflSIB. 

m<Dmmmmmmir-rf3:t)t> b c 1 - x tjte^jgsiaiiWT* ^t^^mi^x^ 

5©?, m^5j?^>^B ( 8 7 0 jig/B) <D»|RF>i feB c 1 - x 

ltS«aiJia^Sg«ffi*«, 14. 5Dg/ml£lT, 0SUai45pg/mI£l 
T. i»5if*KIJl 4 5 0 f g/m 1 ^TODift^T*, #MJ®©B c 1 - x tit 

*\z^mi*n&4k¥ffi&'&MMLtcmmvtf->M% v < huh: 

5>>-fe/1M FR o, KRbu y>-fe;t^ HRbs, >?>-te/+>- 

-Y F R c , HRd, y>t;t^HRe, >ir / -tf-f F R f , v 5 

>t;^HRg., ^>t/f-f KRgu i'^tyt'f HRga, ^>t/f ^ 
FRhi, y>t;t-f FRhi, 5?>t;*-f HRa., >ir J FRai, 
y>t/t-f h*Ra», ;by>t;t-f HR*, 3r>*-/1M F Ri, Tn-jP>? 
>-fe/iJ--f F R b i, FRSi, v a - >-fe / +h-f F R b 2, 

-fe / U--f F R S 1, vn~;v^>t/'f -f FRc, v d - >ir / it-f F R d , 
j;>t/*-f HRb., (2 OS) -i?>t;t-f FR g», 20-^JPai?>t 
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yU--f h'Rf. /.hJ^t;^ FRi, (20R) -y>t/D"-f FRgi, 
(2 OR) -v?>ii/U--r FRh ,^ no5Si>>t;^ HRb.c 

-f KRb i«, a^te*^-5atja^?s*ft*< ing /m i ^t, b <mop 

g/m 1 £AT, iO!ff$t<aiOOf g/m 1 «T© <fc * fc *$Mfl£ b < it 

pitiintHffti^, ^-n<fc Dfeio^oi*6ioo»ci ss<£Vi 

O^Tti^^^>t;t-f F R b ,i n*£fftt&lfttJK - #iMfl&«mM a 6 

• ffi^som-y-^-^^iii. *> b < tt&tJi?->^Hii!icfi!5;»©^fn^ 

*», 10-365560, PCT/J.P 9 9/0 2 5 5 0 ( v 5 > -fe / It 

HRb & ft«HMttXt&ttMftMSI) 1 1-243378, 

PCT/JP 9 9 /0 6 8 0 4 ( > -fe / 1t-f F R b ifr & fc: • ffflt 

*<EJta&e^te#«»»=^aEi4«ijt») fc43HT*»w#©-A (r+> # 

5>>t; 1M HR b i (60/ig/B) ©»J»rt«P«a^*«JK* + -<»#li^«* 

£ tfcJUBLfclEfflBUfrW 5 10-365560, 
PCT/JP99/02550 ; 11-243378, PCT/JP99 
/0 6 8 0 4) \Z UP * T, BJ t(i^>t;it<KRbi (6 0*fg/g*>b< 
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^>T> V>-tS H R b i (60/ig/B) O»J»rt»ttJ9!#50JaifflA»oaU- 
( 8 7 0 /ig/B) o&Mrt&iS^iS:^ tHttcJSft • £ ^ T t v> 

5iMrjfiojft8Bfcas-^tttf» ifflAi©at#->^i (8 7 0 Mg/a) ©1*111 
^>tyt-r h r b l £mm&mti&.m<Dm&. • ms. • mm&*vim-rz n t^jiaj 

fiit^- >^H=fe b < ttai^^>#M^Jifcj£#GD Soffit bTlt 

#3«t LT©**:6rnffl»^«3as«»Bftft^at UTfettffl^riB*e**. * e. 
STftit> ffin&at. ©a. jfjra-^, *T&-£> 

fc-ssA/, a*# = >»H*«si<br*t*o»ii^ai3WB:5?>-feyij--f 

»o^rn***jSA • tAXtt^s^&ost, n t#&3?fc& 

5^%bn^v>. b < tta-*#=>#H*jftjGfc#©v5-r 
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^r:>^Hfe b< Hftlt^z^^lM^© V> -ft! 2» £ n - >?LTci<D% 

t. mmmm&T. mitmrnmy. ftRmmm&T. mtti&T. mmmmi&T, 
mmm, nzft>n^ Lt>, ^-«^-r> mm. 

X^rX (1R^3 5~4 5%) £;<KKIS^bT> X-r^TJSI^t, 7KtafP^^7 

& v> tts l t vi s m« amij-# - > k£s:^#> & # e> tifc *> © t m e> -r . 
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>&m\tmB®.m<Dmfen-mm&& 1 4. 5ng/mi{(T, »$u< 

tt 1 4 5 p g/m 1 JKT> J:0|i?tl<ai 4 5 0 fg/ml KTT, ^&$Blig, 

arm is, &ttjn<z>*Hjft< M-&m<DMi&. &.mmowiM. zt&nnm.* Bmmv 
mm, mmm. ±^momm. ftmvmfo, mm^mm. &mb&. mm^mm. 

u*v», na« a^, •^tffi^^j•^. ttraas, iftBsig. iftscufc, ->v>^-, u 

>X> S^H^, U'^^iJ-A > Tiffin U— A (/-f^J-^A 

<g m m \z m m t n it & m © m \ t m \z m l t m n & « & 5s if r § t m x & n & . 
v j >-fey-9--r HRb,o»^fcii3iiTft«. 

Stttafcttfl* fei^.M«©UV»J tyK7r >x->- 3 >\zmm Af£©ffi 
>#Wi£*gAT& ^<D2£SI#14. 5/ig/ml£(T, »*U< 

« 1 4 5 n g/m 1 SATs iDffSKIJO. 14 5 f g/m 1 ~ 1'4 5 0 p g 
/m 1 HTi^^.J;5 \zmmvtz±X~, jg B fc^/HM % L < te^ffiigiiT 

sn. ^j»©*fls^« (&jt ©^si, mmm®.. misL 

^b&^s.. # sua ussy am, ^igiMiBf, r^^t>n, utm. vt>. 

«Ht©T«j^U - Att-f hi"J - A fcmu-^n>^® *fiAr* *>, 
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fe+J-7}5- >frm<DmX&&# U-Alg*&Dl4. 5/ig£lT, iff* b < 1 - 
4 5 n g KT< it)!ff$L<HO. 14 5 f g-1 4 5 0 p ggftLT^ IB 

s-^st, jtut^^. ftjtttii&sdiK, ^isfijfif, b*, i/t>, -e 

tifrTs en, *w\ k^, 3±?f&, Btt(t<v) od^kf. 5a 

©fttta \zmA?zm<DM&<D±mz. mvatm&om^. 145/ig/mi, 

■ K> yMfel/ < tt* U -Att<ZMbi&i: D D pCD*§^te 1 4 5 u g/gKTT*5. 
WVafftAtltf, a-y-^^>^Mtt 0 . 0 1 4 5 Sfi^eiTcDig^TifBcD-fbSS 
\zMX-? S £ UVi„ Sfe&tftUi, fe*?T&Jft4>jE1ltJHjftC!)M*|*« 

^>t^it'f HRb!^0. 0 0 0 0 0 0 0 111% (10"«Ii%) tV^^{£S 

o o ni%&T$f;tt*itt5*!!i^sbn. %>-&3^ ±m<D z t <mm 

%z\ii\z£K), &m<Dm<i\: \zft5mvt <^*§, *s. ^ij>*, 

#><*o#, &je*2i, Astamitigi, ^sfjai, ai^^n, b*, bt>. 
■t«^*r, at> feiat, Btttte) fc^Bfr'bb < \*&mtz> c 

®<Dmm> &m¥a<Dm&s ftmMWL j pm&umMmz&vtz>xmMK:mm~?gz> 
c t»±-r*cfciajfibfc. 
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Tfc£jg©^{bl;:#5 t*<Tt5. y>t;^^ H«Wfctt5>> 

tyt'f KRbi, ^1/8 A^Ofelf # — b < © > ir / iJ- -f 
©fifc$Hi» tfr5z&©^£ <f£iflg©*>©£fliH-5l&Ds HiS©& £®£'fb)& l 5p J £>& 

**ffls«ic»A-r* d tat-?**. fc-fesAv, tt*©*-a&fifca>*£:fr-r*fl:a:i& 
©*5W**fiSfcH58-r ^ <o > ; ^ fm. y>t;^l« 

Rbn *MJ A* ©&•*#=. fcb< tt*fflA»©fi1i-# = >#H©$>>-fe 
/tf-f t*IK&*©jfc#&i»H*©e:£ <ft*£TSA-r* C t fc«k D&0^i|£II3t© 

IH<D^>tyD-'f HI, $>>-tey tf-f P R b i, A^©3g.1*-#~>#-IS, 

b < \zmm Am<DU-v-&—>'frme>j8.ft<D urn***, b-a-TfEn© 

<bJffi^> ttKXXttJHK^IMi:lAt«». *> b < &«:g:©W2&j££-£^ ~T 
®fi. afc*-£sfc«>©fl5itei&, *t*snx>4&jti^«»*f^riS'Tr*«. >?> 
*«A«foa > y-#->»iaflDj«^©vsrn^«, a»a*-&tni:Tfls!Ka> «tj* 

BE«i|(«Ofi<fiMT»*ll!l, tt*©«flE©t>©J&«»iRT!S<&. <5r 
5 * ;V tf - U > ^ (chemical peeling) *5 V* T&Jt&i6£©S£ • Bfltft * €51 

t5Ktt>. itfjzE© zrt <Mfle©&u-#n>a-iK »u-# = >#hj£$k jk/s 

A^, m^A^x^X b< tt$?>-fe /U-'f h'I^l;ay>t7^< FRb,£, 
$r5*/H£-U >if jW© + teiBATntf J; 

# = *> b < A^©Jffi.1i-# — >#Hf©J£a-&, fE$?©5S^ • W*5W 
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^MJKZIAl/T ±Vi. £6,fc, ^>t;^-f Hi#t:fty>t;^ HRb 

«><5fl5JKia, 56^ w^aaxtejis^ittf fMtSAtt, 

tt^mo^*fcftjffl-c#5. mfflA^x^7,t>u< ran/a A^a-tf-#x>#is© 
a*H*, 3; >t y k r b 1 1 Hi cfim^ft « i o iittoitt, mmm<D 

ifflAf©st#->^i*. *«o»«, &jt &mum 

4 5/jg/mlE(T, <fc 9 b < « 0 . 145f g/ml~14. 5ng/m 
©_kl©te, 14. 5mg/mlHT. KFSKttl. 45mg/m.l «Tt*S. 

&j»»w-a»5«'b b < nnMRrta-^aaifc bT««-r* t # t ^a^«K 
tk> p&m?jc, u#y-A» »j»aua»tt*o'bcD3fi« 

tt&J»«/3fffc:fett*fitf#x>#M©IIOJ&*ifc**# 14. 5 n g/m 1 EAT, 
»JKttl45pg/ml iD»Sl<ei 4 5 0 f g/m 1 KTfcfc 

5<k5 k »Bir&at^©ai*#x>#H©» a** mt 

#=>»I*BAbT«»Tr*«*», -^^SSttSi 1 0 0 g %b< 1 0 0m 
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l&fc9> 145mg (0. 14511%) RT, #i;L<«l. 45mg (0. 
0 0 1 4 5 M&%) SKT> ±0&Sb<ttO. 145mg (0. 0 0 0 1 4 51 

gtfilSnS. fcfc t&izE© t <5>>t;if'f HRbittO. 000000 

o iit% (i o- , it%) <Dm&Tffltnm*mm-?£ mmxm. mm 
A<gjL*x*MmAmo&v#->ftm<D&.®ftmM\z&rtz>m&ho. o o 1 

^viEJBttds*. tt**jiiaris*K mmmw.ft.va, ^^-w^^a^%> kei 

-e&&. &*5, ^^HjTga«$nrc> j >ir / u-f H»»cta^>t>'^ h r b 
!<d^)M - ®ffe - m&i&s bc i - xi.mmm^i^m^^-r^^a-*)-^^>mm^ 

11-185155) ^"totooBBartik.^fc J: DIHfflJfiftBffs 

j$<kn ajtxajsifc, jB»adt*K *majft<KK ^^mmmm, mmmmmm. 
vsfc*^ • w^^ft^ffiftts t>©-c&£. *5sijJi©iE#aifc4&, mm®. 

- 121 - 



WO 01/92289 PCT/JPOO/05554 

SUM 1 (i?>t;t'f FR b i©j!£flf ftSAK £SttM:Mft*) 

iH9^x^-7y h (*!3oogig) p|gb«» i 2 ntp^r 

MbTjfe&s^-fe/iM FRbi (6ou) ro^s^^TK^^^^^ta^JWirt 
axife. ^<d&7 )v^-i-nm.fcis>-7*m^Tv>>*.j u--f fr bi*7 ana 

»*l*a'vi*l*i£Abifc (60(ig/B) . 

9 ^^7j< <D * & ft JK F*3 ft # U . 

S?>-fe/iK F R b ,%> V < tt£3A8UK©»lftl*ii*tt&AI*7»2 BB^ lb 

**^> h/^nf^-jwcxif 4 %;^*Ji'A7^ft F £-£*r-rs 0 . 
i mu >mmmm-emi>fmzmmw%:vtc. ^&§®ii^ft£-§rtrjfejt*fi 

>«)H-*Mtt^ f + ->'J >Iti?> (HE) ^fiCftbt. ^-OfcSJ&S: 
Jg 1 ® Att5>>-fe/tJ"-f F R b ift-^08, m 1 HBtt41ft**ft 
4^§^LT^5. "s" «Sfe& (scar) Sttk-T. 

fg 1 SIAfcTK^ns < , i?>± F R b ,ft#«Tftt, I10B04I 

- 122 - 



WO 01/92289 PCT/JP00/05554 

a?) 

1 H^g5ibT^6^>-fe/ -y-f FR b i (1 2/ig) ©^S^^TK^fi? 
R b t * 7 BWIIHRl*9^#tti£A (12/ig/B) Lfc. 

£ fi* lift 1*1 is^bfc. 

kr b ,*> v < \$±m&m*<DifrMi*i&mSixm7'&2 est, m 

fr^^^bTA7h + ->'J>Xt^> (HE) ^fetCftLfCo "*<&tt*£3S2 H 

SbTWS. ^2|3A, BO^EPi D iE«tf»teflfr* *, IS 2 |3 A ©5c W X K) 
^ffSSIMS, » 2 BIB ©*Bi J; UT**» (scar, s) 

vrz&mmm<DT\zmm (scar, s) ^b^bt^s. 
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ltt^^?-7yh (#l 3 0 0 g§S) l;S6A^TT'y>t;f^ HR 
b. (12/ig) ©^S^^7J<}§^^^#|hJ^M^S# ^^T7;Hf5^S@ 
EEtf^Srffl V>T^>-fe7 H R b ,S 4 BRgMrt^jl^A (1 2«g/ 

3 BMIitfc. 

i>>-ty-y-^ k r b ife u < te£.m'$i&7k<D&mft&ffi&xmT'& 2 eg erst 

jimgS©A77^ >DM-§^SiclTA7 h^i/ij >xt^> (HE) Sfefefcft 

Bit^m^m.7^^m^^LX^^ 0 "i" ttfflfc (incrustation*) b < teesch 
ar) Sr, "ep" (epidermis) 0lfg?±ft (stratified squamous e 

pithelium) "bv" ttjliif (blood vessel) 

^30At*$nfc?t<, -^>ir y -U-f H R b ^^flfjTMa, Ifg^iUfl^^ 5 
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%LM,ZflZ>(D&-C&-? Tc a $£-oT. 5?>-fe/-tf--f HR b i <Z> Sf> fflR ft & C J; 0 > & 

2titcjfn.m<DW± - m& - mmm < bi?>± y u--r h r b lO^Mrtis-^}' <t o^sji 

SUM 4 (^>-fc/-^ KM#fcte^>ir / H R b . \z £ 5 a^^^^ig cd^- 

mm. mm) 

>-fe/ii--f Fgf4#K:ttv?>-fe/U-r HRbiS, lHi&OO.. 0 2mgW, 
St<liO. 2mg«J;, ± 0 » * b < « 1 0 m g £K± (Dm ITMi^aI B # 

«|<D|a|&<bJp.< i?>ty tf-f F Si «: 5? > -fe / -tf- H R b x(D»m 

bTfcJ:^. «fc^>ir/1^ FR b i£JIgm& 

^bTfeiVi. ^-O^CM?M-*^-5^>ir7 FRb i £> SMAS^^^t 1 n 

g/m 1 &T> fflL<filOpg/ml ^T, it)!f SKUl 0 0 f g/m 

l CAT t&5<]: 5 fcS&Jfr 6 ^ic^Bf v?>-fe y -y-i* f R b i}gA*£fa 

sts. ^0^ffiSu-\cDe?>-fe y h r b ^aib o . o o i %m 



WO 01/92289 PCT/JP00/0S554 

&fe-r?zsb\z, H*4*K:«$>>iz v tf-f H R b i* 1 a Sfc D o . o 

2mgK±, ff^KttO. 2mg£*±, iOfftKlil OmgFilOffltT 

^■<DB5^^^§|5^m^*5lt?.^>-fe/lJ--f HSH*fctt5?>-fe 7 HRb i<Z>ffll8 
Mi8S^ 1 n g/m 1 JfiKSlOp g/m 1 HT» ■£ Dfri; L < tt 

1 0 0 f g/m 1 £/.T £UZ> £5\zmM^<Di?>±; J iJ--f KHB#K:tt>? >iz y 
-f HRb ijgAi^iSItS. & J» ft J8 3W K: *s S 5? > 1z y 1J- F JH 1* fc W: S> > -fe 

DQOL (4SO», quality of life) *m V < ig& 5 &J»glST * -5 . *f#JO 

-f F«»fcttJ>>-fey iM H R b ,£*iALTi£ltftJB3iJ U - A £ fcti&S) 
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©»te»«te*5W-<5s>>-fey i*-f KMW(c»^>-t: y h'Rb i<Dmm.^mmm 

ifi 1 n g/m l£i~F\ $?£b<telOp g/m 1 iOBSKttl 0 0 f 

g/m 1 £*T£&-5 ct 5 fC^SO^ © v 5 >ir y -fr-f HSi#t;: it v>-fe / HRb 

*tifcs«*r^>-fe/*-f H*4#fctti>>-t y *-f HRb i©»jRi*jaft.£*#;s-r 

So J^-fe/U-'f HRb ite> HI¥ 10-365560, PCT/JP99/0 

2550 (?>^;vi \*Rb ifrz?*%mmi&xteftmmm&mm TE»*n 

t5^^»ti?>ty^ HIS#fc:fc*v>>-fe y HRb if Br 

MMW8 (y>±y^-f KS^fcfii>>ty u--f h r b it J:«|gR*f&&j*»tt 
©tea?) 
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-f H*»fctt5>>-fe/ F R b i ft «MR IBrSAfcl < tt^ffli^tn 
sine in at, y^;^ H«1»fctti'>t;*'f KRbtSiBiftOo. o 

iBifeL^crt < h r b ift*#t-«&j»*ji&**£«;ft#*©H2i 

h*m#^«^>-fe/-y--r HRb iVMf&n-mm&w 1 n g /m 1 jbat, »*b<« 

1 0 p g/m 1 BAT. «fc?)#£b<f£l 0 0 f g/m 1 £4 T £ ft: & «fc 5 kiSSsI^ 

o^>t;^ H^«Nrt«v 5 >-fe/-y--r HRb ,*iAa*>b y-tM fr 

*M 9 (5>>-fe/u--r FRbi*»&fcs&j*njB«fcJ:*H;tt«*>b<&&j** 

#«&3WsfebfctfefcM6min©/'<>9 t /'W * ^3/- ft 16 b WifeJWft 3 *Bf#jifc 

u&. -e© ^ 2 *m \z\t o . o iii%tKso. ooimm%e>¥>±. 

J U-f HR b ift-g-^-r^iS^-ffle-a^ir U > (^n^h) ft^BO. lg|@l 

WttfclflsdSft, 9 B aciUKftatr&Jd&^KSM^bfc. S&fc, *56§9#5tt 
000111%, o. o o o o i mm% fe b < a o . oooo 

««»»Mtejfc»atfcj: DftjfejEs-B:* ^^jt^bfcro^^tameisft^mr 

<5*>fc b < ttM«ttfti*Btbfc©-& t?IIg^lL&. •£-©&&Hg8&l&i®ft 
@^^4"-e^#bfc. SSIIftlg 5 HRtX» 6 BfcSt. 
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©fctt^TP&iijtf aw^KM^bTufc. — o. o iiixos?>tyu- 

-f HRb..ttnyD^h*n«a# <^JB*3:^) £*lfc±a»& 3#B©W» 

^S2#@t3#g{Cl^Lfc^i<, 0. 0 0 0 0 1 iI%^Kft0. 0 00 
0 0 lli%©i j >tyit'f FRbiS^ttS^D^Mt o. 0 0 0 1 11% 
©^>ty^ KRbiftt*f5^n^hJ;Dfe«nfca*ft«l/fc. 0. 00 
0 0 0 lll%<D^>t;*'f HRbjOAI^ift^fci B£i,fcg8ifciijgB 

v>±/v( Ki«#ctti?>-fey it-r KRb xv>mm?\nmui* tgi^i; 

1 0 y KRbitiSh h n&ffim®.mmm : ^<S> 1 ) 

#K:#§SBJ#© — A (B£*) ttfSSSw^>t;U--f HR b ^^tt-S^D^ 

**S*S«Hc, DiiViS^<& t Qteftfc. 1 5 #6Jti*ifcli#tf>£T# 

Win* 3 M Ai Trusts, ^-o^pjei^ifc^oim^; (jfe^) £^snix7t©T?, « 

P|*II$£#Sg U, ^feSTfc lfflW^SlOB tfURlr UfcCT, *%BJ 

#<Oft«*»T?3»* • 3»l6*««B8*nT^4ftiftfll (0. 0 0 0 0 111%) <D 
^>tyt^FRb,$ttbfcyD^hS < PflSfAfliOlKSA/fcL^ 
&bfc«*5^r»f,. fe&tffcjfcJBOfflifcl ^Sfl^tnffiifLfe. ^/fm*J«, 

«*«n*fc&tf fcBfl*t&«te3fettLfc. -rfete-^ 1 b 6 ~ 1 o nncsHtrKfiBB 

fitCO . 0 0 0 0 1 mm% <Di? / -tf--f h'Rb ^tttS^D^ h £:P#i&!i$l 
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Afl3*«JtA/T* 0 v g8S3fcfc*l*J&*J&*Lfcfc#*.&tifc. fc*3s 0. 0 0 0 0 

frfett, M»K:*JW-<&**fcMfc««bfc. 

11 <$>>"fe/*^ HRbifc«t*P16«ittiR*»af :f©2) 
?fclc*589i#© — A (E4 1 ) ft, ¥fi!$12^5fl26 Bfi<t+fcSaEfeT««i 
lg| £ A, T? b 3; o © T , 0. 0 0 0 0 lli%CD^>t;t'f PRb.^^ft 
S^n^ h&H«©;*8;T«*«^*fliaqfcbfc. RftlKft©9X&g| 8 lot 

^JfSS^d 1 2 (>5>-fey-y--r KR b .HJ;5^ h-*cDj?b;*:(D#T£ • f?£teii2>i 

*) ■ 

**M#6»i, -f h*itfcs;>t;f'f h*r b i*« pis® 

m«©*&sf> him !&©$?£ • ??£fcb< te?nf fg^fc^it-rs^ 
sp^fco £©&«>«4&*ii»i VTmrnm^scD 1 -^-e&s^ (^=a> E P i P re 

munum aureum ; : # 3* > X ^ ; 5S£ : golden pothos) ZM/vtz.. 

©—a <ffl*o ©«mic*s# e,, mrnvrcmv** 6 *$mb, 

3 #»#©*£« V>T#«i&b, ^03*ttl00f g/m 1 Oi?>t;*< H 

r b i£frsrTs#4»Tsft#b&. i&jg 130 b ©Jf is*o^m*m 9 bucw-t. 

9 |B©;&f|taL j£i^S© v 5 >ir 7 -tf-f HRb! ( 1 0 0 f g/m 1 ) 5tR 
T?#b*fc;fcSRJ&bfc'b©T!**. fB^fcfilJSoe^t/^ HRb. (10 
Of g/ml) &M-r3*T, * h^©j*U**7K3R«f bfc»-&JCtt7fc©*-C 

bfcfc© tjt^i, «©#«#flijt*nfc. 
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w-mmm&mnxsit. 1 o@i:gt„ bio h 7Ko^t# h 

XOjf 3*2 2 Bf97fC5&i§bfc*><Z)T?'& 0, 11 0 W\<D&M\&* &M&<D 

y>t;f^l t Rb 1 (lOOf g/ml) &**-r<5*T?if b***3fc*&U&%> 

5110 Blfc^T Cft < > i&m^<D^>±y^^C H R b » ( 1 0 0 f g /m 1 ) £ 

2 2 bub t. &<<Dm&m&*>\s< \tn 

b» v » D«)l*|Jl 4 5 0 f g /m 1 (Dggffl A * ft ■»* # :=. >ftM 

^^#r^7K*7?, i 4 a i <Dwn*$& i lacsr. as 1 1 

0©&fflfc±7k<D^T^L*£=&igb£:'&<Dl?& $g 1 1 0<D 

A^S.-y-^— >^10 ( 1 4 5 0 f g/m 1 ) Stft 3 TK^Jf £ *5&ig 
bfcfe«0TS5. W5*C, MS<Z)ii&i7-tf->#IIi ( 1 4 5 0 f g/m I ) * 

ffi<0#**t{£jt$ tlfe. -T/^tD^, &tf-#zz>#lll*)$?>-fe V U--f H R b 

t5tf^5. -r7it?^^lfflA^. 2£/BA^X*X, JHJlA*fiif#x>#lK 
S> >-fe/*-f KmWlc^J'-te/U-'f p R b ,14, & £«3>5£#:fflfa • ttttfe 
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mmm 13(10 1 0 - 8 fis%©>>>-te/t*--f f r b .stt -rs^ 

IX»TT7^ (n = 3) O^telt^ 6 mmco/^^/W — £ 6 

ymtetfebMMJ£f£/&L;*:„ -^co^, ^Mfeiflte. y>t/*'f H R b .Sfti 

0 . 0 0 0 1 11% (10- 4 Sfi%) , 0. 0 0 0 0 1 11^ (10" 5 fiS 
%) , 0. 0000018*% (10 - 6 3»%) > 0. 0 0 0 0 0 0 1 11^ 
( 1 0 - 7 fi»%) , : 0. 00000001 fig% ( 1 0 " 8 fi»%) , 
D^h^rlB^lHlO. lg^9BS3i1-ISS*l/fe. n > h u — )V te \$ 7 a ^ h co 

1 2 El c*t. 

3ii 2 istc^-r zrt.< i o - 6 s»%^ s 1 o- s mfi%o> ? >-fey-y--r FRb>5 

tttsyo^h (fSbtlOn g/m l*6100p g / g CDig^co >-fe 
HRbi) &fflMM\Z*\>m&.1G\sT*> 1 0 " 6 fig % o s> >-fe y u->f FRb, 

R b .S^IIHlSltl/TtffltSif tt, Site 1 0 - 8 Sft%M 

a«bb<f4*nKTte»jt*r*ci*t»*uvit#iL6n*:. ftot, ^us.sa 

is. drsfcji/tr-u >4f*u xtt^^mte*5tt^»^-(Dji^« o . 00111% 
ft < tio . 00001 1§% (1 0 - s aa%) ioifiKU 
0. 0000000111% (10 -11%) e^Tteie^-rs c t s. 

«rj*©Slik«tefe^T, ho^*^.ffl^^jbfcM»]ldco®iBI^^>©te 
D, 10 " 4 fifi%^6, 1 0 -*«»% CD U»f HRbi^jiatL&Bill* 

©SfatSdiH'te to, -€-c9#£gC£Bbfc. tifft&& 1 3 Ete^-T. $1 3 Elte^ 

t"t<- /-tf--f hr b i*w»«te^fflta;#r-6fc*r«te««fe 
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S£a*4£it$ nfe. ANOVA+Scheffe' s post hoc testfc,k«. *fc£P< 

0. 05*. **teP<0. OlSgt. 1 0- , %i^©i?>t;t'f KRbt§ 

^m^j i 5 (&mm<z>i;>-k j -y--r KRb ^^tts/n^ Met s p^n 
^{St> u < tar y tatun'&mm 

*tenrt#fc**£ l ipn» 6 i oesg, #wnttrttej*j» fa 
Ofe^Si^i: i««L/tf Uttir**. ±B©.k3fcPB»tt**©*fc* ; *»:r:7^ttP 

tt 1 o - 7 fia%j^r©^>-fey F R b .StttSfef § IB K 3-1 00, 

^sffl^Tfe j: v>. Ptttt«^fflSic$*an*^>-fe>'u-< Ki^tii 
$M<kt>> iofg~iooofiigiivitfx.6n5. 

*l£0ij 1 6 (s?fc Kns>>t/*-f HR b J: SMfeftl 

£-«r©Htt«!l%3K3&:£$t*tt bfec ft*, ^tHn>?>t;^-f HRbtWilC 
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^^tttPCT/j po 0/04 i o 2 mm ztz&MMfcn rz\tnmm 

&&mM) CEIi^nTUS. ftA«»TT5y h (n = 4) OtS5tit@6m 

i?kFDy>t;^FRb^^n?tio. ooom% (io- 4 ii%) . 

0. 0 0 0 0 1 11% (10 - ( it%) , 0. 0 0 0 0 0 111% (1 o-'ii 
%) , 0. 0 0 0 0 0 0 1 11% (10 " 7 fiS%) » <73}&gT, tftSyD^ 
h £ 1 B *IhJ 0 . lg*90K^iif Lfc. n^ha-^Ctt^D^bw^S 

fg 1 4iCStri < 0 . 00001 fi% (10-'!!%) ^6 0. 000 

oooilix (io-'ll%) ffli;kHa-;>t;*'< HRb^^tts^a 
^ h (tftb4l00ng/g*61n g/gco^^CDv't H □ v 5 >-fe / F 
R b i) «W;R*lte*V/8**T*£fi&)&>K:» _:/a^ h ©^fcfl-JSM b fclW&fiJ 

t5t*»; ^ffl?afc*W-*»flEtt 0. 0000001 11% ( 1 o - 7 a»%) 

fc&shx&mmmte&vtz-z&mmz o . ooui%*# > » 

£ b< « 0 . 00001 1»% ( 1 0 - S %11) KT, iD»Sb<tt0. 00 
0 0 0 0 1 11% (1 0-'ll%) KTER)IT5 £ £ b 

Sr^st to, o. ooooi mm% ( i o - 4 ii%) a» & o . ooooooi 

fi*% (10- 7 1S%) ©5?tl«a-?>t/t-f HRbiSJUtttlfcMftio 
ffittft^^fci D>,"?-Olt*JHHl/fc. iI4il51fcit. I15i(:St 
jrt<> o. 0000111% (io- 5 it%) HToi*o5»tl*Dj;>ty 
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c 3 n&. o . ooooi mm% ( i o - b m%) EtToy 

fc K OS>>-fc/1M h'Rbit&fo^l 0 On g/ gJ^Tfe KlilOOn g/m 
t lOlilt ^kHny>t/t^b'Rb Jfflfla^^tSS^ 10 0 

n g /m i &t<d £%\z*kfcm.m<Dm& - n&.xfenffi$£*fem-rz>}i^5 z. t 

£3£<£J$LTH5 0 $Sft-fi¥#m, ANOVA + PislerOPLSDfciS.' *tt 

p < o . 05 £*-r. 

HJfifll 17 (5>h h*ny>t;t< F R b ,K:«k3ig^»Ji£iSBlJ8&#^) 
#Cfc#S6W# 5 ^tFD >ir y F R b itfi? /f-f FRb>t^ 
«©8&* • 3&£g • ffi^Sr^-f^ t ^5 C $ 6 £tt«tt&||IIJft 

^;l-5y FthU^i (SNP) KlSI*|BI»«-r* i#fillBia©7# h — 5/X%> 
b < ttT* h-^X«W««je3>E««B**n*C t S*«UTVi* (Toku K. et 
al., J. Neurosci. Res., 53. 415-425, 1998) . d CDJg^HJ^3S £ /B V>T . * 
3§?JI#S> teTTfc IK FRbJln g/m 1 fi*T ©iMtl^Tttl 

TVi§ (4t^2pl 0-3 6 5 5 6 0, PCT/J P 9 9/0 2 5 5 0, ^ > "fe 7 
U--f F R b i# &^5J|jllJ!aX»»i^iMJia«SIS!l) . -tCT, I^iicD^^*«ViT 
J>kFD i?>ir 7 IK h'Rb lOtt&MU&fi&ttflsft 2r b 6 ^fc. 

jMBS*^«tb, #U XJWJ 5?>3 — h b& 2 4 C7x;W^"l^- h fcUS^fc. 10% 
^JfefpJfo.tfSr-^trDulbecco' s modified Eagle's medium (DMEM) tTl 6 P# 

jfiLfltigJlilKgit&A, 3av>l/4B|ill*«l/&. **3Sfctt4BIK, 30 0 
»M0lST-ha^J/y l<th'J CrA (SNP) £8sAtll^ 10^FI^> + 
a-^-hbfc. ^-<D^, gttSi'kHDy^t/t'f FRb! ( 0 ~ 1 n g /m 
1) Rtf^lfil.fir.Jl'^S. > ^-g-tTEagle' s minimum essential medium (EME 
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M) 's NPfttta 1 6 l^fa S tLaemmliOH^ ( ^®)ffl^->^';H^?g 

MAP 2 <Z> A*> F £-r> *y F * MJ-C± V ffitii 1 6 EIRtflfl 1 

7Hfca*f. M*TCS?k|<Di?>t;^PRbifl)NMRflr-h 
(4 0 0 MHz, CD30D) £ |g 1 8 E {C^-T. 
^ 1 6 S&microtuble associated protein 2 (MAP 2) GWA./:/OyF 

ttStt8I0fi'?« D > B6*ftMAP 2 0/1 > F ("T & to "6 #ff - 
©A*>F> d^6 6tlfc. SNPlIStSt, O#«l0Ifi38«7.# h-~>7> 
feb<IJ7^ F- ->X«ll*illiM2 ; EK:RS<£>0'e, MAP 2 ©A* > F*«£# 62# 

1 f g/ml (^>3) *61ng/ml ( > 7 ) <£>ig<*Ti&S * 5 s -f •> 
Afc*inUT43< i> S N P fc«fc 7 # F->XXIi7#h->Xi 

#JS«ffll&5E*^ SjfcfcjflljkSft. ^Oi^mWigiKeiiacD*fe#om«lTafeSMA P 2 

^jze^ma p©u;?07 f^j&& 5 0 < o 3gb, is**^^ f * f u - 

fi?#T bfc 1 7I3T&3, ^1 7 BlcSSf Z£ < > 0 . 0 1 f g/m 1 ~ 

1 n g/m 10^hPD^>t;t'f F R b , »±^f* \zttmMM<D 7 # F — ->7,*> 

l < *47# F-->x«#/g«ffljja5E**iijh-r2) c tsanww u&. -r&to-fe, 

yu-f i«a»i#ftcyk f □i?>-tr j +h-r fr b at, s»m«iKi^^^jaia^ 

1 0 0 n g/m 1 £*T> Sf * b < a 1 0 p g/m 1 £*T, <tOfftl< 
0 . 0001 fg/ml~100fg/mlOfc#^ifflia©7^F — ^T.'bb 

sit^ens. *w:p<o. ooi*, **tep<o. oooi^st. 

-^kHn^^t/t-f FRb.^O. 000 1 1§% ( 1 0 - 5 fi*%) 
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t^i. S^-feytf-f F»»*#«Hcs?k F □> 5 >-try -fr-f F R b.l^SD. J® 
ffi&ftt£:t3t?£flll&4t&feft#* 1 0 0 n g/m 1 BIT, jfSKIilOp g/m 
1 E*T, J;Dff$b<«0. 0001 f g/m 1 ~ 1 0 0 f g/m 1 <D £&lz& 

J*4fe, JfiS^^ffiiffl^ife, fltmmjS^^, 4r5*;Hi-iJ >#mm.t&®. fcttAtt 
<tfca?>t/*-f FRb il t Hi D < ftifc© v>>-fe/ -y--f HRbi 

^ * m & m t ia jt, m r n £ a* -c * & & « n & £ # a m © ?? £ s. t* / x « w m 
*#fc«$?t FD?>t;*-f FRb i, mm aw, mmAw^^rzhisKitmm 

□ •^^^>M^^^^ F 11-185155) "t»»£|*g;R-£te «fc 0 Piffl 
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m * © m. h 

ftttxi&tti&xtt&tt. 

2. v>>ir/ U-f FHifcl^ «*©ftlH£*rXW:-t-n S ©**©$»*#, 

f^j±#©o. o o i mm%ffcm~?$>z>m ^©$gsm 1 3HfcB«©Kss«**xtt 

3. h«%>u< «-t©«wa*x 6 ©«©«»«« 

i jsxtts 2 3sicsa«©Eiiim^<Bjxai»E^iiaj35'®. 

4. >>>-fey KgfeK tt-t©«wffi*xtt*ti6©*©*»a»te*w- 

^iSMS*!- 0. 0 1 ~ 1 0 0 f g/m 1 *> b < 1 ~ 1 0 0 0 0 f g / 

5. $>>-fe/tJ--r Ki%t< »*©ft«i£4&xtt-£n& ©**#». $>>-fe/u--f 

h* R b ,xttS? t Hn5>>ir /tJ--f FRb .T$ Sg»3fc©|i£Bfg l « ~ 31 4 « © ^ 

-rn A»iciE«©isiiiari5»xttwiaaiiaj««j. 

«K *-©3HK Xtt-t©»»«© + te??aEbTV>S'b©T»SBI*©«iaJI5 1 51 

# w & ¥ wt te «k o < b # he ®p $ n si # # t & s mr * © « h is 1 m ~ $ 4 9 © v» r 

fg 7 JHXttfg 8 «(Cfttt©l£XiB.jft<ftXtttt£X&j$'ft. 

10. ^XSttOttim'Kr. ^-©#®, Xtt*©»«<»#, HSJBA#, HifflA^x 
^X, XttjB^ A#©a*#=>»H*Tf **»*©«»* 6%lcHa*©EgjB3ai« 
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i i. mm Am, mmx^^**. xtt*«A*©aii-#:=>#w©M*a« 
o.ooi mm%Mwm&2>m&<z>mwm i o m\zm^<Dm.mm^xitmmn 

12. m«A#> mmxm^^T,. x\tmmA& >ftmv>&%i>mwi 

lc*^S»lia^«»ft3&«. 14. 5ng/ml£(T<!:^;5cJ;5(C^I$tlT^2. 

13. IgfflAll, ^fflA^x^X, 3m*fflA#©aU-#=>#W©A«fcl» 
fc*W-S«U6fl>**fl?#l, 0. 1 4 5 ~ 1 4 5 0 f g/m 1 % b < tt 1 4 . 5~ 
1 4 5 0 0 0 f g/m 1 •V&Z>m7R<Dffcmn 1 2Q|lcGitdDBflklilA4toX(*i(EE 

i 4. #Mft&-^;im£ai?&£i»2£cz)ffiBiii i ^-n i 3*c9v>rn*icfBtt 
is. tHRrts^jB«JH*«» ^iHi^jiiftrtgEASi^ixa^iKrtJtiggs^^^SUi? 

1 6. &lfcfl.JB3!lTfeS!tf:£©«&HMI13B~SiSl 3 JR<DV»m3&»'fcflB*©BSS 

aafifc^xttimsmj*^. 

13. waam^wsE-fc^. fj#Ki«tst>©7ffe^sf*©«SH*i^~* 1 7 

1 9. ««dt, santh mmm, iR«xtt*»T?**«»:fc©feH* 1 sjskbb 
«©igii6&f£^xf*mE^Mj£^. 

2 0. mmafi. Km&^m&<Dm<£:^±~?&z>m?k<Dmm%i 1 sw^i 9 

21. #3aai«^»SBfls*tr/tbfe&#iaift© ; ?ii!» • »itxtt»*««, mj&© 

22. ^sm^^w^{b^#febfc^^ia^©^i» • ffitxttM^. y§tm 
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2 3. §§@W5£&©aat£i£^t-&fc©T&5l£5fc©$£B!g 1 ^l-Sfl 2 2JB© 

2 4. b < ttaftttjKM&$t»#iMittT&*lt:ft 

&t«ihl i^M@*s> mmm* « 

*jk. fpjR, i&jsb *fiiEia» a* %>l< 

»»©±&ftfcteJft-r*J:t*>&fc*»!f:*©*eH$&2 4 3HXtt*2 5JSt~I3ilc© 

mmv^m • isxiiis^, b< ttDKttjKttfte*tr*HK«Mi© 

>XiWfla, ^!KfflHa, #&BJfe, R33£^M, ISil^iBB&> ^Ji&fli©^!^, SttJK 

©bub, ffi±&.mm, wi&omm. y-mwsmm. ^mm^mm, ft-ttMt©jne« 
m&mom®.. mis, ik^n^mm. mmmmhv< \z^&.<Dni&. xispi 
mm* w&*m. u< ttfaua^3iK©s^R«/xttif *»fc *> 

©7?&Sf»;fc©*|iSHfii 2 4JS-3I2 6 10V>fn*fcEIIOTB • ffiSXIiM 

2 8 . #raaafc^»agfl3** & bfc&0»»"b b < tenn$*fiflg;s&f§&£-£tfifi5$£ 
Mofi • *a«3u* *iaift«#«ia5fls*#fcbfc&j»iia»©5is*xH: 

2 9. »aj(ft»^W*'fc*#&bfc&jtft«l«bb< ttPtttt«tili»*^trtt«t 
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30. £.ftmmtt, &mm<Dm$Bjt\zmi®-v&2>m$t<Dmmm 1 js~si 2 9 m 
34. &j* a*, §g^= • w%«m^#?-e*sif ^©$gHm 3 1 mi~m 

tt0t&lt£*l*«llltt41-lftatt#t, l n g/m 1 J^T £ fc £ It 3* <z> ® B |g 3 1 J» 

~m 3 4^©virn^fcB*©^jt^ffltftri£*xttttiit^«iftjsfc«. 
36. v 5 >-fe/tJ--<Kisfeb< u-f-fflftiififexttfn e. cd:«<d 

0. 01~100fg/mUL<Hl~ 1 0 0 0 0 fg/ral T & 5 IS <D $£ 
3 7 . >?>-fe/+f--f KS^i?>-fe / U-'f H R b JfcOfSfflHI 3 6 3Sfcf2 

ffl to. fife x a « m 9% m m & m » 

- 141 - 



WO 01/92289 PCT/JPOO/05554 

14. 5 n g/m 1 «Ti?i?.S*©liSi^ 3 9 3gK:iB«fe<7>&jf j&fifc^. 
4 1. gSJBA^, ggfflA^X**. Xtt*fflA«5©ait*->^lI©»*«t, 
0. 145~ 1 4 5 0 f g/mlfct<lil4. 5~ 1 4 5 0 0 0 f g/ml T 

4 3 . <fc3*4*tt S ft 5* h h*oi>>t;t'f H R b i^&zm&tD®, 

44. Aj»n^«Lj$<Kr^«fiiK^^«u$4ti^. &jt«t> u < \±wmmm<D& 

MJl.ti&m'b b < ttttKoaSflsfettO^lfr, MSX «&#©*:&©*>©-? £5 if 
3?©3&Bfl3 13H~JB4 3*©V>rftrt>fcE*©&J»*fflttJfc«&Xtttttt^Jlll& 

45. &jtt>b< ttttK©*flsjs«*j, &j£©^&g, s^s&tt, *w\ 

tftoft, b*, btos Bttit* S£^f&, -&^«:^t>b< 

ttK©*MN HJ8l> ±&fffi. f?£^iu t>r/toftfe b < tt^^^*^it^©iig 

47. &j*&axr*ttimit©M#t* s.mm.m^.^mm.m(Dmmm.m^^ 

4 8. ffel*m®X«*fiISIiia®©g!J£a<, AJffcDttPIM, ia^«"J ! b b < te*}«x 
©2?}£. 

49. s>>-fe ^ u--r His©^w^-^^ffiv>T. mm\zt&mH£.h v < «&*&© 

5 0. $?>-fe/-9--f FJKtft, 7 t-f h' R b iXliy t H D >^ >t ; f -f H 
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R b iT&£if;fc©$5BSii4 6 J|~jI4 9 m<D KTtlfr fciBSfc©;£&. 

5 1 . 4 6 m~$& 5 0 ^t|Bit(D^Sfci DRSRStt&ttH*^ 

5 2 . Aj(rxttttii0^afc»-r*^RF - M®x&?&i&©fc &©#$)/&#£& 
3gt-sfcg>© u — H-fk-&* t i/TOv?>t;t'f K^x&-?-©<ft!8Jgfe©&ffl. 

itx «■* n & © ^»M4& x is-tn & ©jg © «, 

5 6. y>t;HH«^ $?>-fe/U--f KR b .Xttv?t H D5?>-fey H 

R b_iT**l»*©ittBJS 5 2 3i~fg 5 5 3R©V>"m*>te|B«.©«ffl. 

5 7. i?>iry-U--r H**ft&'T«tt*afe*L<t±lt4fe*|i«JBt>T, 5>>-fe 

5 8. mmAw. m^A^x^x, ^ffl A^©a-y-#x>^nis 

59. j$£ns;BSL/$tt#<> *tfex«i&^©m«fexttiBiiiia©ft^, n£> j&a, 
BtttE, *nb, WJfcxttfc#*teitT*fc»©ttttj£Aiittjmjfc'toT?* 

£8ijfc©«SBSi§ 5 8 JRfc3B»©fifcAS&&E^iSafifci&. 

6 0. tt4fej£&ll&EJSttJ$to#*t HE)^ifi^^iT^^S^©$gHB 5 9 3! KG ft 

6 1. «i%©iffl^XttifflBa^, 7R^ig£nfc«fe-Tr&£!if;fc©$£HSJ§ 5 9 JSX 

6 2. *SftJ& £ft&**&tf*> # hX©Jf U*T'S ^St*©^S^ 6 1 gtfcflBft 
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6 3. fc&mmm®.&®i!fi, mm®, mmmm. -km®. *wnm. mmm®. 
frmwi®: hxaisowij, &&x\zmmv>i£*b<Dm®i&&mmmmj£® 

6 4. W}®f&&^mmm.i&®tf* mum^.®-c$>^m^<Dmm^e 3m\zmm 

6 5. mmxm. i«Aix^7, n^x^<on. j &^->^m% l < \zi?>± 
sir* h»36«, 5e&tt©ttffittxtttttt<feT&£Mr*©i6H£5 8^~^6 4m 

6 6. >-fe J i?>-fe/t-f FRb.Xtt^kh'Di;>t/i}-< F 

R b iT?& Sit &(Dm.mf& 5 8 1~I6 5 JS© V»f n#> te|B*©ri6*»ISE/fl »J&*J. 
6 7. fe&<&® Hi ^ ft IT, Ba*ffljaXtt#g«flJ!S<D«®fp^S 

«56-T*il t*» 6XcS, 4ft&^©S4, £r£. 58*, Jfcfi, 

« » * {s it r s it * © <fe a * u m T S # & . 

6 9. mkrtfc«:-£Sftfc*#toK©ttte*tt»*a«, o. oi~ioofg 

/mlXIJO, 0 0 5 ~ 5 0 f M %> V < \t 1 ~ 1 0 0 0 0 f g /m 1 Xfo 0 . 5 
- 5 0 0 0 fMt$5»f©$gHll6 7 JSteBtt©2r8s. 

7 0 . ft3fc©$gBlil 6 7 3S~fg 6 9 3l<0V»rn*WCI3*$tlfc^ftK:± K) . fli 

s « & # t =t d m m m x » # » a is « m m m « 5? u & ^ & x » * n & © % * # 

7 1 . it :£©|gBSfi 6 7 ii-ie 6 9 3»©v>rn^teBB«*nte*«Ki <t 0 , m 
^ 1*1 & # k: i 0 ia 89 11& x « n m m j& u m ft m £ l, rc \ t ® x « n & © m * & 

7 2. lf3fc©$£HSfl6 7Jg~fiS6 9«©Vir*l^K:1Ett$nfc*ftfc ± D > UK 
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-r & & * cd ^ ii n ffl m. & <fe . 
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